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R 2 *^7KmM^"e^i'5iV^^^^ 1-13 V^•r^l3^)^ 1 ^ia^(©^b^ifet fc«^®^ 

Clt^:® 16] 
Clt*^ 1 7 ] 

4 ffiliE# 2003-3053099 



► 



(^^2 002 — 307750 
6 "~ 1 0 

18] 

V^Cl_6T>^/#;l/S*fctt®^aB a^*>e>^JiS^*^e,Ml3!nSl~3M<X)S 
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Clt*3g2 2] 
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m^^2. 3] 
[®^3g2 4] 

R ^ Tb^^i ^ ;i/S"efes> 1-23 v^f ti*^ 1 ^mm<Djt^mt.rc.it^<D^ 
AIDS, 'wmmm. m^mmm. skrnm^. ^nm. ^m'\mm. rv;i/^- 

[0 0 0 1] 

[0 0 0 2] 
[t^Jl^O)^^] 

py>^^^p)]yK^^^*-''^ 1 V (Dipeptidyl peptidase-IV : D P P I V) I* 
, 7KU/^>^5^m®5iilN7|C3g*>e>-X-P r o (X^iV^^^^§ T ^ i: 
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(GLP - 1 ; Glucagon-Like Peptide-1 and GIP;Glucose-de 
pendent Insul inotropic Polypeptide) It. DP PI VIC J: oT, m^^tf^K^M 

(GLP-is:t?Gi p) icj:sf^ffiiiii^$*i> ^)\^^-y^mm\z:^^m&m 

ic % i: t5 O M Jig«il#ffi % ^ S n T V N S o 

-ne,®riij:yDPPiviJawM*^ mm. iiM^:^if®GLP- gip 

[0 0 0 3] 

(1) AIDSCD^I®, 2 

(2) (##fF:fcm3#M) 

(3) mitmW^ (intestinal disorder) <D=?W. (#^#ff ifcll^ 4 #M 

) 

(4) mmm. mm. %mim<D=^'m. wmn iimmiscM^. 6#m) 

(5) jfii^if^®^R&> ^mn mm^icmimm) 

(6) ^mn mm:scmi^m 

8 #M) 

. (8) ;5f:y©^B&, i.^mm:$cm^. i o#m) 

[0 0 0 4] 

DP P I VPI«Mi:bTid:, V^<o:;i^^e>:nTV^S*< (#fi^:S:# 2 1 1 #3^ 

) , ii3i<:3eif>^>#^s:*fcii-r^^f^/fc^u^5fi;^v>*^^^-rsDPP I vpi 
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Endcrinology, 141, 4013-4020, 2000. 
Diabetes, 47, 1663-1670, 1998, 
Life Sci; 66 (2): 91-103, 2000 
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Agents and actions, 32, 125-127, 1991. 

2001, 166, 2041-2048, The Journal of Immunology. 

Br J Cancer 1999 Mar ; 79 (7-8) : 1042-8, 
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J Androl 2000 Mar-Apr ; 21 (2) : 220-6 
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< 1 >-m.^ 

C-ftss] 

^^^^ 4 ~ 1 2 M«^3^^S«Hci-S ; 
0 M/\7^nT U ->n/3l. g^ll«:^bTV%T=fo j:V^C g _ i o "^^'^ 1 - 6 

;^;i'7jsr.;i/«, i^jjv^^-jvm. ^-O-CO-. ^-CO-O-, ^-NR 
^-CO-NR^-. ^-NR^-CO-, ^- S O g " N R^ - * fe» 

^-NR^-so g-^^-'Hc-rs ; 

Cg_ ^ qTU-;i/». 5-- 1 oM'^T^nru 4'-8M^7^n^^»* 
fcitCg.io'^'-^-^^^i-e'^^^^^^*^^'*^^" ^^^^^ A^^jctJJR 

1 0 ffilE# 2003-3053099 



^#2 0 0 2-3 0 7 7 5 0 ^ 

bTV^T%J:V^. ) -e^t>$ tl-S^^^'^'^S- 
n T u "jm. c 6 _ 1 0 '-^ -^^'^ 1 - 6 rj^^^jvmt. fci^ s ~ i o m^^u 

<2> 

[^1:4] 
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<3> 

<4> 
<5> 

<6> 

XA^2->r^>-l->r /VST' ^ -5 t5ia< 1 >~< 4 > V^ -r tl 1 IB«® ^b^^fel 
<7> 

<8> 

<9> 

x*<3 2 ->*'^>- 1 -^jmv^^mm< i >'-<4>vNf ti:^^ i 

<i o> 

X3?)^@mS%^bTVNT=feJ:VN7x-;i/aT'&^iifiB<l>~<4>VN-rtl*^l 

1 2 ttiliE# 2003-305309 



#2002-307750 ^ 

<1 1> 

x*^7Km«. y^ymm^> S^M^. 7;i/:*'D;i^>n/S, 
^h^i/S. xhdpe/S. r^^jm. t/T7S> jjN;i/^;i/SfeJ:tJf 

c 2 _ 7 7>^i^ =^ * '^J^'J^-^^^*^ ^ ^ ^ ^ ^ ^ ^ ^''^^^ ^ ^ 

<1 2> 
<1 3> 
< 1 4> 

R ^ ;J)'?;!K^M^-"^ti^v%Mia< 1 >~< 1 3 >v^•rtl*^ 1 iH^^'fb-^i©* fe^i•?• 
<15> 

<16> 

>fa^©R^iirait.^S:^^>*"t-§o ) T'^§BafH<l>'-<l 5>V^i'tl,:^)M|3 
<1 7> 

feiiCe_i o^'^-^'^^ (fefe'b. A^{mm<i>mm(DummBmtf^^i^ 
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<1 8> 

^;tbTV^T%J:V^C3_8S/^or;l/=¥;l/S) T'feSltf«S< 1 >~< 1 7>V^ 

;!Kms. iyr^m. Aa^f>iE^> c ^ _ g T;v=i^e^a> ^-co-r ( 

S*fclj:l-tr'^U2^Vl/»5:Si|^'r§o ) T'^*)$tiSl6t3it?^-CO-R® 
-R^2(^c|j^ rBi»^^, m^M^^. ^-NR^^-?:St*b, R^^iS 

j:tJ«R^^i*^ti^*i3fi5ibT:!KmM^. c ^ 6 r;v^;v». C3_8^>^o 

<1 9> 

:t bT % ^ v^ c 1 _ 6 T;v^;i/«^ :fe^««&fla< 1 8 >ia^®«i^» b a mtf' 

<2 0> 

<2 1> 
<2 2> 

m%b<i«tie)®7Kfni© ; 
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<2 3> 

R^ffi^-A^ ^-A^-A^ (^cf, A2feJ:tJJAl«> ttfia< 1 >IB^® A 
2^j:r>*Al il-en€nra^ilS:S«*b, A^^tt, talB< 1 >IB^®«ilSB 

S?:Sl*-r-5o ) T'^:bStl-5S*fel*^-A2 (^<^^, A ^ li. |&ia< 1 >f3 

m(DA^ tnMm^Mm-t^o )'e^t)Stiss-e&s. t(fia< i >~< i s > 

<24> 

R^*^^^^;^^"^^^. ■ttrlB<i>~<2 3>v^■rtl:^)^lSa«<©^^:■^ifef*:^^i•^ 

< 2 5 >ifffB< 1 2 4 >V^•rtl*^ 1 |B^<Z>^b^i©&^* bT^S 

< 2 7 >mjtH< 1 >~< 2 4 >V>"rn7!)^ 1 |B^a)'fb'^i^S:'^^bT3&S«l^5^^ 

< 2 8 >|&ia< 1 >~< 2 4 >VN-rtlA^ 1 ffi^^^tS-^^^-^^ bt^^i^mplS. 

mm. mmm. aids, itmm^. ^mM. ifkm^ 

CO 0 0 8] 
[0 0 0 9] 
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CO 0 1 0] 

mmmmi\iyi^mi)^^^M(D7i^mm^^im)^^^xmm'^n^-'m<^mx:^^. m 
mm 1 6m<DW.m^t.r=.iti^^mv^<^rj\y^nym^Mmh. M.i^mK\tm^\t 

bf;uS, 2->t^>n/-2-:;/'ntf;vS, i-zf^}\^m^ 2-^^)m. i-^y 

2. 2-s;^5^;v-i->^nif;i/S. 2-^dre/;v»> ^-^ 

^ji-i-Ky^)m. 2-^^)v-2-^y^Jvm. 3-^^;v-2-Ai>6- 
4-;i^;^-2-/<>5^;v». 2-:^^)v-s-^y'9-j\y&^ 3-^^;i/ 
-3-/^>5^;i/», 2, 3-^:;^'^^;i/-i-^^>'^S> 3, 3-t^:^^;v-i- 
2. 2-$^^^^;v-.i -:^^>'i^»> 2 1 -::^^^>'va. 3, 
s-t^:^^jv-2-zr^)m. 2, 3-s;^'^^;i/-2->r5-;vS^^^feif 

a 

[0 0 11] 

TU;vS, i-^a'^-;va> 1 -^^>«/i^->"^^^ i-^'5^-;i/S, 2-:f-T-" 

[0 0 12] 
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[0 0 13] 

t/^uzf^)\y&. i/i7u^y^jvM. >>5^n^^e/;^«. t/^u^zf^jv^s t/ 

[0 0 14] 

6 

i*b, *'f*:fi?rici«;^ii, ^^t/>«, 1, 2-3L^iyym. 2, 2-x^l/> 

1, S-zfUiflyym. T^h^^^^U'^^^ /s^i?-:*^ 

[0 0 15] 

xh^i/a. 1 -^ntf;v:r'^r$/»> 2 -'::^ntf>>v:r^S/^, 2-;^^>n/-i- 
f-^it^vm. 2-^^;v- 1 ->^5^>«^:r=^s^S>' 3-^^>n/-i-^^;i/:t^ 

2-^^;V-2-y^;P:t:3pt/«. 3-;l^;i/-2->^5^;V:^-^$/ai, 2 
, 2-i;^5^;i/-i-^oif;v:t^^>S. 1 -^^t/;i/:r=3r>>«> 2-^apS/;v 
3-^=3pS/;b:t:3p$/S, 2-^^;^- l-'^>^;^^^^>«> 3-;^ 
^)^- l-Ky^)\/it^iy^. 4 -:*^;V- l -'^^^^l^^^^^S^ 2-;i6^;b 

- 2-/^>^;b;r^i/«. 3 ->i^;v-2-^>^;v:t=3pe/^, 4-;i^;i/-2 

2-^^;i/-3-/^>^;i/:t^i/«, 3-^^;v-3-'<i 
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[0 0 16] 

2-:/ntf;b:?r=3p$/:^;i/5i<-;i/S, 2 i --^a tf 
;b;e-^fS/5!j;i/>K->n.S, 2 2-:;^nif;i/:r^i/:^;i/^-;i/a^*^feif 

[0 0 17] 

2->^5^;i/^^»> .2-/>^>5^;i/^:^S> 3-'>^>^;v 

^::rS> 2-^^;v- 1 ->^^>n/^^S^ 3-;i^;i'-l-:^^>^^S. 2- 

^^;,,_2-:/f^;v^:r«, 3->t5^;i/-2-:/^;v^:rs, 2, 2-e;;i5^;i/ 

-l-^ahf;i/^:ta, i-/s^s/>n/^:rs, 2 -^^i/;i/^:^S> 3-^dp>> 
2->i^;v-i-^>^>'^^^«^ 3 1 -'<>^>'^^^S 

^;^_2-/<>^;i.^pr», 4-^^;i/-2-^>^;v^:tg. 2-;i^;i'-3 
-y<y^}\y^y!tm. 3-^^;v-3-/<>^;v^:r«> 2, 3-s;;i^>n/-i- 
3. 3 l -■^^^>'1^^^»> 2, 2 - l - 

2-x^>n/-i-:/5^;i/^:tS, 3. 3 2 
^:t«> 2, 3 2-:/^;i/^:tS^*^^if e^tiSo 

[0 0 18] 
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[0 0 19] 
[0 0 2 0] 

>:^:i'^^yn. ^^sf)/vyn. ^Tv^y>m> r-^^e^>^^ 

[^bs] 



aj hits z.(D r4-8M^7^n^j ;{)^e)eS®feS<Z57Jc^ii^& i Mi^VNTfl 

[0 0 2 1] 

2^^gI||pf,lC^V>T^Sn§ rcg-io'^'^-^'^^j ^^m6-10(Z) 




H 



p 



o 



1 9 



2 0 0 3-3 




[0 0 2 2] 

T^y-;^^. ^dtv-)m<' hvr)/-jm. ti°^v^-;vm> 5^ 

j'}yn. ^yy^vym. ^-rwy^. ^j^^vyn. -ry^v . 
pyn. v^^vyn. -^^^yvyn. ^Jijy^ym. -i^sfv^ 

rv-Ayn. ^y^jy^yn. ^y)/^:tya^ym. ^yx^^^^z-^m. ^ 

[1. 2-a] trus?>3^, tfantfu s;^>^> tfna tf u ^ t:y Ft: 

[0 0 2 3] 
[0 0 2 4] 
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[0 0 2 5] 



Vl— R« 





r44 ^fdfi 




i — b 
[0 0 2 6] 

(1) An^>Md^> 

(2) 7ms, 

(3) 5^:^-;vS> 

(4) -hn», 

(5) i/r/m. 
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(6) 
(7) 



(8) h U :7;V;tD 

(9) r^JS; 

;^;i/-7>f-;v«> *;i/^->n/S, ^-o-co 



<nmmTm> 

[0 0 2 7] 

, zij\'!7m. y^jvm. -rv-o®^, m^Wi> ^:3iym. 7.^rvym> 




^ 5'^ 1 oM'^-T-nru — 
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/<> ;i/ > s; r ^ > ^ if <^*fe:^^^if ^ s » 

[0 0 2 8] 
[0 0 2 9] 

, m. R^, X. r2, RA^j;t>*Tll*. ItfsB^^^l^^a^rSif^-^^ 

t-So Prol, P r o 2fej:t>*P r o 31*, ■^n-?n5fi5ibT tiVt U 

m.mm'f'. ^mm^. a^^m^, P- 
h;t/x>x;i/:7;t~;i/7r^J/a, ^-B (OH) 2> 4, 4, 5, 5— r-b-^^ 
3, 2-S;:r^i^5K^>-2--r;i/S, ^- S n (R^) 3 (^tf , 

R^Oji. ^-NR^R^ i^^. R^^jctJfR^^-etl^tlitflB^^ili^S 

r2 lli^-A° ^-A^-A^, *feli^-A3 (^tft, A^^ A^, A 
Mtt, -MgCl, -MgBr, -Sn (R^) 3 (^*. R ^ t^tiftB^^ 
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R35 










.R39 


R36 


Z 










R38 






rr/in 






R37 







His 8] 




-Pro3 




v^"rn;b^lo^i^-NH-p r o 3 ^stH5i-So ) x^mio-^n^m^^M-t^. 

[0 0 3 0] 
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[itl 2] 



16a 

[0 0 3 1] 

Cin^A 1 ] 

-fb-^ifeJ (la) [CAS No. 56160-64-G]tr^JmUmm^ 

;b^T'^, ^mthximxit. mm-^v^i^. ^mu^^A. i^^-^bU'^A, 
1 5 o°c7?^^e) r t^^i^'^^'&o 

[0 0 3 2] 
[X5gA2] 

>ft:-^i^ (2 a) i:^-^ife(2a-2)S:S^JK/JSSitSraiCJ:y, (2 
a) ®^t-^i©0 1^(5D^^M^-lC«m«S:#Ab, ^^4^ (3 a) S:#SXgT' 

^4^(2 a -2) ilbTli. ^r1-u1(^*. Rl^j:OTll«fHfe^ 

2 6 ffiSE^ 2003-305309 
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• 



, 5=-h^tFn7^>, h;vx>^c[)^^pf, ^iK^^ffcU TKM-fls-^ h U C7 

A, ^mititjv^i>.. mmv'^^^^. mmi^hv^2^. ^m:^v^2^. mm^zy 

[X@A 3 ] 

75)^5) 1 5 OiCCDtaitt?, MlSJ^^f e>-^^*^T'^^- 
'it'^m (4 a) ^'ft;-^i©(4 a - 2) ^ illCj; y , it^m ( 

4 a) ®'ffc-^ife®7^ii(Z)T^>^acgmS^#Ab, -ftl-^tf (5 a) S:#SX@ 

^l:-a-^(4 a-2) i:bTii> ^#6^icMxii. a-F^^>, H-Fxat> 
^f;v^n^ F. 1 -:/n^- 2 -:f^>^0DT;i/^— ;v>'N^-f F^Mv>s;iii:«)^ 



2 7 
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y 5 ij A tf :^ b u jji u ;i/r ^ K^(Z>jfcS«<z)#^^T 

[0 0 3 3] 

3tbTV^T%J:V^ 5 — 1 OM^-rnrU < b-^i^ ( 4 a - 2 ) il b 
N, N-s;?>t^;vT^ y $^'>^®S^fe^t>% (II). hV 

yji^yitummm d d > (id. ^v^itm (id ^<z)^m^«>#^ 

[0 0 3 4] 

CXeA5] 

>ft:-^% (5 a) iz/\u^y^m^^J^^^^ i^-^^ (6 a) &#sii:^T*fe^ 
^h^tKD7^>, e;^ h:3ps/x5t>^oD^^cfi, o'CA>b 1 5 o-com 

[0 0 3 5] 
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il^-^m (6 a) Mb-^ife (7 a) ^BLm^^X. it^m (8 a) Sr#SX@'^ 

& S o 

^y^ ^J/l^^^^^^tfA^^rc^, mmmX'. (6 a) fej:t>' (7 

[X@A 7 ] 

it^m (8 a) 0 3^CDT^>^»®#ma^E«ttiC J;y. 'ffc^tl ( 9 a ) 5: 
[XSA8] 

^t^m (9 a) ^^UJlithX. it^m (10 a) Sr^SXS'efeS. 

O'Cfs^^ 1 5 O'CODMS^f^ffi^-^"^^^^^^ ^^*'^'^^'^" 
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mM^o-ci)^^ 1 5 or;®M^'e'f^M$-^TlibtiSo 
[□ISA 9] 

(1 0 a) lCT;i/n-;i/ (A^ OH) feiSlS^-^, it^i^ (11a) S: 

j^^^fjU'i^A. j^^-fee/'i'A. TK^'fbU^'^'A. 7K^>fb•:^^ U 't'A, 7K^'f[:;ijU 

K^CDm«<3D#:&T> *:/^li^^#«TOTCjb^b 1 5 0'C®SS'e;Kf&=S:fi'e) Zli: 

[0 0 3 6] 
IXMA 10] 

^b-^i^ (10 a) KT^y (A^ (rA) NH^if) it^m (1 

2 a) ^^SXS'T^feSo 

M^S^#ilbT^i#^cTO$4^'S=fe®T'^*^v^:^)^ T-feh-bu;i/, N, N- 
i^m?!jU^7A, M^izS/^7A> ^iK^-fbU ^'i^A, 7i(,m'\h'f- h V A. :^mit:fyV 

, :^hy c^Atfxhy ^^;vi/y>H/r^ K> 557y ^i^Aif:^ h y ^^;i/i^y;i/T^ 

F, b y x^;i/T^ >^CDi^S®#^T, 0°C:;5)>e> l 5 0°C®?aMT'#fflS-&T 



ffilEift 2003-3053099 



m 



^2 002—3 07750 



[0 0 3 7] 
[X^A 11] 

^t^m (10 a) mt-^m (1 0 a- 2) j-^^v^Amm^^r^n^^^ 

. it^^ (i 3 a) &#SX5g'efeS„ 

y-;p^cD^^stt», TK^-ffcu^'i^A, Tfc^'fbT^hU'i^A, *mfls:^u^7A, mm 

U^^A. MM-t-hUt^A, j^M^tjU^'A, i^^izi^'t^A, Ti^m^V^^J^. :^ 
mit-^ h V ^ A. Ti^^mih:^ V t7 2^. U^^^fjU'^/A, U^'!7AtfXhU>t^;i'e/ 

i/i;;i/T^K, h Ux^;VT5 -T^h^df:^ h U 7xn;i/3}>::^:7-f > 

u u ;ff > h% a ^itmm(D^m^oy^^y. o *^ e> i 5 o -c ©Mlt-e^M 

[0 0 3 8] 

[X^A 1 2 ] 

i^^m (10 a) S:i/T>^ft:^^i:M^S^-^, >fb-^«il (1.4 a) S:#SX@T' 
<7 A ^ M V ^ ^ 3 i: 5?)^ T' ^ -5 o 

-s;^;*^;i/3i^;i/Ar^ h% N-:ji5^>n/trn y K>, i, A-V:^^'^y. 7=-h^ 

bi 5 o°c®MMT'#ffiS-&T, MJJS:$:^Te)3i:;5)^"T?#So 
[0 0 3 9] 
CXjg A 1 3 ] 

iM^m (14 a) (Dvr jm^Mis^^mx^x. ^t^m (i s a) ^m^Jimx 



3 1 



miiEi^ 2003-3053099 



• 



#2 002 — 307750 



mi^-f-hv^j^. ;^c^'fbyf='^^A^®MS(Z)*^§?KS:or;*^e> 1 sox^cD^i^-e 

[0 0 4 0] 
[X^A 1 4 ] 

it^m (1 6 a) CDP r o 3 Srflji^MbT. it^m (17 a) $:#SX^-efe 



^t;-^^^ (1 6 a) i:bT> ^tl-^i^ (1 1 a) , (12a), (13a), (1 
4 a), (1 5 a) ^i^S:MV^SZ:i:A'^-e^S. 

P r o 30ffi^«ilM^S:®^#^COV^T«, Mv^fe>KglS^C J: oT, 

[0 0 4 1] 



[-fbl 3] 



Inosine 



lb 



HN 




[XSB3] 



T' 



.la 



4b 



+1 



2b 



3b 




6b 



0 



5b 



[0 0 4 2] 



3 2 



taiSE^ 2003-3053099 



#2002 — 307750 
[X@B1] 

jt^m (lb) ^^zyVMtLr:^mz^ mmti^rnvnt^m (2b) (d^h^ 

-;i,^0^^cfr, y<yt^JVzfU^ }i^OX^-fy^iol 5 0 X:0|a^T?f^MSii:. li^ 
^S:*^T, OiCj&^e, 1 5 OTCOOm^-ef^MS-fe, !|i^^r»-S:^llTbT#6,tlS 

o 

CX@B2] 

(2b) \Z/\U^Zyim^Rm^-^> it^m (3 b) S:#SX5l*efeS 

o 

[0 0 4 3] 
[X^B3] 

(3 b) Kit^m (4 b) &;Ki;S:$-Br, >fb-^#f (5 b) ^#§x@T'fe 

So 

[0 0 4 4] 

[X@B4] 

it^m (5b) <Dim^rj]y^Mti^r:^mzpro3^mmi^. ^t^m (6 

b) S:#SX@-efeS. 
[0 0 4 5] 
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i^2002 — 307750 



H 




ailiE# 2 0 0 3 



200 2—307750 



EtO 
HeS 



tXSCIIl 



9c 




11c 



0 X 




13o 



[XSG131 



EtO 
HO 



0 X 



15c 



[XSC15] 



17c 



EtO 




la 



lOo 



[XSCIO] 



NC 



HO 




la 



12c 




[XSC14] 



S X 



0Pro4 



[XSC17] 



SMe 



16c 
[xaC16] 



HN 




0Pro4 



18c 



3 5 



2002—307750 



[itl 6] 



17c 



[XSC18] / , X [^SC19] 

y NH2NHR' NH2NH2 X 

19c 



[xmc2i] 



2IC-2 . 21c 
[XSC20] 




22c 



[0 04 6 ] 
CXSCl] 

-fb-^i^ (1 c) tih-^m (1 c-2) >fb^® ( 

2 c) ^#SXS'e&So 

^b-^i^ (ic-2) t.hx\t. M^a^micm^it. a-K^^v> a-K:ii^> 
1 _^p:t-3 -^f^;v-2->^7^>^®T;V'^rn;WN^-f *fc«::^n/'?;v 

mA4. ^ (5 a) izm-r^o 

[0 0 4 73 
CXSC2] 

3 6 miiE# 2003-305309 



2002 — 307750 
it-^m (1 c) lcx^y-;i/S:i^fflS-ti:, it^m (3 c) $:#SX@T'feSc 

[0 0 4 8] 
[X@C3] 

-ft^tJ (2 c) KJi9J-)y^^i^^^^ ^t^'^ (4 c) (5 c) ^# 

(3 c) IClpTS- 
[004 9] 

CXgC4] 

i\l^m (3 c) i:>fb-^^ (3 c -2) $:«^.SlSSiiSrfclCi:U> it^m ( 
4 c) feJ:tJf (5 c) S:#S3:5gT'feS, 
-fb-^i^ (ic-2) HhXi-i. M.i^mzm^\t> a-K^3t>. a-Kx^> 

1 _^QCE_3 -^^;i,-2->^-r>#®T;V^r:=.;i/A^-r F> t. f^^lt^ n )V 

5gA4, ^ (5 a) izm-f^. 
[0 0 5 0] 

-fti-^^^ (4 c) \Z^t^m (6 c) ^M^SS-fe, >fb^^ (7 c) &#SX@T'& 

h;i/x>, e>riyuym(Dmm^f)-^t.r=.\t. nmmx-. (4 c) ^4:1)^ (e 

c) S:M-^b, 0•C7b^6>2 0 OXJa)m^T% e> ^ ^^^'^T-^So 

[0 0 5 1] 

3 7 ffl|iE# 2003-305309 



0 0 2-3 0 7 7 5 0 



(7 o) Knp-rs. 

[0 0 5 2) 

[0 0 5 31 
[0 0 5 41 

CXSC9: 

3 8 imiEi|*2 0 0 3-3 0 5 3 0 



^jfHH^ 2 002-307750 ^ 

^J^^}um(D^^J^^^m^. ot;A^e,loo•c®^aMT'#ffls-^. 

[0 0 5 5] 

exec 10] 

it-^m (1 0 c) $:3l7nt-SrillcJ:y, ^b^^ (12 c) &#SXST'fe^ 

[0 0 5 6] 
[XeC 11] 

it^m (1 1 c) ^Myi^^mt^:it.K^^)^ ft^^ (13 c) 5:#^xmi? 

& S o 

us^m-r^o i^^c^Jm$tlS%•e^i^J^v^*^ m^^t. ^a^mt^i^x. Pros 
(D#:fer. ox)7b>e>8o^(5Dmst?> ii^M-t-:^^;v^«5^^«:ffi^^-^^^^ 

Sr^ff •^:l^l^^'C'^^«' 
[0 0 5 7] 

3 9 ffi|iE# 2003-305309 



i# 2002 — 307750 



[XSC 1 2] 

i\:^m (12 c) (D^^r^ Kfl:ic4:y, ^t^m (i 4 c) ^m^jmr-:^^ 

0 

(9 c) So 
[0 0 5 8] 

jt-^^ (1 3 c) ^Miti^^^hLlZ^^). ih^m (1 5 c) ^n^XMX'&^ 

a 

[0 0 5 9] 

LXSC14] 

it^m (14c) ikumt^:r.iL\z^^}. it^m dec) &#sx@T'fes 

o 

. N. N-e^^^^;v^>;i^Ar5K. i. 4-$?:r^i^>. ^b^nKn^^^, 

[0 0 6 0] 

ixmc 1 5] 

4 0 ai^#2 0 0 3 - 3 0 5 3 0 9 



^j^t 2002 — 307750 
it-^!^ (1 5 c) S:M^lSt-S^i:lCi:y, ih^m (1 7 c) $:#^Xg^^^S 

7 8•C;^)^^-4 o'C(3[)mmT*t?^^;v:^>n/3i^^i^F^^^*^=^^^J^^°'^ 

[0 0 6 1] 

>ft;-^i© (1 6 c) (D:?t^;Hbicj:y, ^fc-^^ (18 c) ^#§x®-e&So 

X5gC9. ^ (1 1 c) Km-t^o 
[0 0 6 2] 
[X#C.17] 

it-^m (18 c) ^m7!^^mt=s>:ihK.^^). it^m d 5 c) &#sxst' 

#lcMmStl,S«fefT'li^VA*% m^it. A^MilbT> Pro 3 

a)#^T. o°c:^)^6 8ox:oDMS-e> 1 

[0 0 6 3] 

4 1 miE# 2003-305309 



#2 002 — 307750 



it^m (17 c) izit^m (1 9 c) ^Rm-^-^. it^m (20 c) &#sx 
^df^/x^^>^(3D^iE*;5)^*fe^i> mmmx^ (i 7 c) ^j:t? (1 9 c) 

[0 0 6 41 
[XSC19] 

-flS-^^^ (17 c) ICli \i^Vy^KJ^^-^^ ^fc^^ (2 1c) S:#sxs-e^ 

So 

^ (2 0 c) Km-r^. 

[0 0 6 5] 

[X@C2 0] 

-fb-^^ (2 1c) Hih^m (2 1c- 2) &«^Hi;5$i±sri:Jcj:y, >fb-^ 

ifey (2 0 c) S:#-g)X@T'&<So 

-fb-^^m (2 1-c) thxit. ^r1-u1(^*, R^feJ:tJ^ull«fa^ 
«^l^n-mllISa^^t-s)T'^*3$4^sr>^/^;w^^^ K^®^«^^^T' 

iEx^;v) /<>-^>^®T;v=^;^A^>r TU;v:/n^K. i-:/n^-3- 
2, ^ (3 a) Km-f^c 

[0 0 6 6] 
[X5gC 2 1] 

flS-^ifef (2 0c) <5DPro35:ffii#MbT, it^^m (2 2c) ^r^SXST'^ 



miiE# 2 0 0 3 -3 



2002—307 7 50 



So 

X^A 1 4, ^ (1 7 a) CmTS, 
[0 0 6 7] 

C>fbl 7] 



HN 




CI ld-2 
CI 

Id [X^l] 
0 




CI 
CI 




OH 



NQ2 



4d 



2d 
0 



3d 
0 



[XiSD3] 



NQz 
[XSD4] 




N 




> 



0^ \ 
7d ^k- 




> 



6d 



NH2 



2jk 



NHz 



5d 



[xaD8] 
0 



9d 




10d 
0 



10d-2 



CXgD9] 



13d 



13d-2 



[XSD12] 



lid 



[xaDIO] 



12d 




[xaD13] 



14d 



tfJiEilf 2 0 0 3 



-305309 



,i^#2 0 0 2-3 0 7 7*5 0 




[0 0 6 8] 
ijMD 1 ] 

i\:-^m (Id) h^t-^m (ld-2) feSilMlJSS-^S^i^J-^y^ ih^^ ( 
2 d) $:#-5X@l?feSo 
'fb'^^ (ld-2) i:bTl*> ;R#:6^tcmi^. a-K:i^>> a-Fx<5t> 

i-:;rn^-3-;i5^;v-2->^7=->^®T>n/'?rn;wN^>f ^fdi:/ 
n/i;i/^;v^n^ i ->ra^- 2-:/^>^a)T;i/^->'^A^^ F^Mv^s 

dfi/x5f>, 1, 4-$;:t=3fif>. e;^Gn:>^^>, ^(Z)^^*. 1, 8-i;r 
^\£i/^n [5, 4, 0] bux^;vr^>, n. N-i^Mv^n 

[0 0 6 9] 
[X@D2] 

it^m (2d) icMsg^J^&^m^iirs^^KiJ^y^ ^i^^^ ^3d) ^m^ji 

[0 0 7 0] 
CX@D3] 

it-^m (3d) iiT:^=E-T5:;SlS$-^Sri:{Cj:U, 'fb^i^ (4 d) 

4 4 miE# 2003-305309 



1^ 



2002 — 30775. 0 



[0 0 7 11 
CX@D4] 

[0 0 7 2] 
CX@D53 

^k-^^ (5d) izit)vh^m:^^^n^^^^-^-^^^^^-^'^^ ^^^^ 

7fc^(7)#:feT, 2OX:jb^e>2OO°C0DMSl5-. :tAh^m:^^J\^- :r;i/b^mx 

[0 0 7 3] 
CXSD6] 

fcicj:y. >fb^i^ (7d) S:#^X@'T?feSo 

e^n C5. 4. 0] bUx^;vT^>'. N, N-t;>r v:/nt^;vx 

^;vT^>^®mS®#:feT. 2 0X::^,^^2 0 0t3(Z)mST% 

[0 0 7 4] 

4 5 ffilE^ 2003-305309 



up 



2002—307750 



[j:@d7] 

il-^m (7d) (D^nMtKJ;:^). ^t^^ (8d) ^#§X@-efeSo 

tKa7^;y, 1, 2-e;^ i. 4 -e^rr^i^^^®^^^*^ - 

1 0 0-C35)^e»2 0X;C[)MST% n-::f^;i/U^'i7A, t-'f^JVV^^/^. 

[0 0 7 5] 
CXSD8] 

>fl:'^i^ (8 d) Kit^m (9 d) SrM^SS^. -fb^^ (1 0 <i) S:#SX^T' 

& S o 

h;vx>. (8d) t3J:tJf (9 

d) Srm-^b, o°C7^)^e5 2 0 o°c®?a;K'e> s.iZ^^^'f'^^^i^tf^x^^a 

[0 0 7 6]- 
CX@D9] 

-fb-iriiij (lod) n^t^m (iod-2) ^mm^m-^-^^^i^^^^^^^ 

(1 1 d) S:#SX^l?fe§o 

it^m (lOd-2) iiLTl*, :R#65icM^l^> 3-K;i<5f>> 3- Kx^ 

^A4, ^ (5 a) ICli-rS. 
[0 0 7 7] 
CX5gD10] 

4 6 ffilE^ 2003-3053099 



^H^^ 2002-307750 ^ 

1 

^t-^m (lid) cDP r o 3 ^m.umhx. ih^m d 2 a) ^m^xmv^ 

So 

X@A 1 4, (1 7 a) JC^-rS. 
[0 0 7 8] 
[□CmD 1 1] 

it-km (lid) (Z)5&ftil0fljtT;i/=3fMI:Mi^i-J:y> ^ti-ir^ (1 3 d) 

^mti'Si'^m^^^ - 1 0 01C*^e> 2 or;(Z)mS-e. f^MSiirT. ^)S?:^ff 

yw-^ii-rso ^ictim^tisife-eii^vN*^, m:^it. ^i^mtLhx. pro 3 

[0 0 7 9] 
CX@D1 2] 

-ft-^i^ (13d) ii-fb^^ (i3d-2) ^nmEm^-^^^i^i^^'^^ ^\:^m 

(1 4 d) S:#-5XSTS>S = 

(i3d-2) hbTli, ;R#:65icM;tl3!. a-K;tat>, a-Kx^t 



2003-3053099 



i[^4t 2 0 02 — 307750 



Di, ^ (2d) icm-rso 

[0 0 8 0] 

CXSD13] 

-ft-^ifef (14d) ®Pr o S^SR^mbT, >fb-^i© (12d) ^#§X@T'& 

-So 

XgAl 4, ^ (1 7 a) IC^-rSo 
[0 0 8 1] 

iSit^^ACD (10 a) i5J?t®SlI?ST'feSo , 
[^fbl 8] 

"^'AV-T- ^^^^^^ j&y-T- 



H 

1e 



2e 



[XSE2] 0 X r-rsF^l nl u ^ 



3e-2 

3e 4e 



[0 0 8 2] 
[X^El] 

•C7!)^b 1 5 O-C^M^T-f^mSitTMl^JSr^eJ^il^^t'^So 

1, 4-e;^^-9->. ^h^t:Kn79>, s;^ b^S/3i^>^o?§^<4'> 
;!Km^by^^7A, 7jcm^ls^by^-^> 7K^^l::^U't7A, Mmu^'?^, b 

4 8 ffiliE# 2003-305309 



2002—307750 



^m^o'Cf)^^ 1 5 ox:(Z)mm^?^^«s•^t#e>4^s„ 

[0 0 8 3] 
LX@E2] 

>fb-^# (2e) Sr^^iWTK^^SiPbT^fcl^i© (2e) &#SXm-efe«>-. 

[0 0 84] 

[XSE3] 

^ifc^%(3e-2) Hl^Xlt. ^R^-VH^^^ K ^ iS ^t^V hmm^B 

i-:/a^-3-^^>a/-2-^^>^®r;v^-;v/^^^ ^^ 
A. yi^mi\iijv^2^, mm^y^^h.^ i^m^hu^A, ^m^jju-^^A. ^mte/ 

^7A, TK^-fbU^^^A, 7K^^b^bU<;A. 7K^^t:;«jU't^A. ^^;i.u^'i7A. 

4 9 mum 2003-305309 



t||^ 2002-307750 

[0 0 8 5] 

ffif*:. ^^^mic^^<)^#^m#^> ia«Mi£^. a^Mii^. m 

[0 0 8 6] 

^:^mKi:^)mM. WiM. mnn. mnnu mmmm. i^>r^.jvm. t^n^^^m 

mffiv^e,n^M?^M, ^^^J^ ?t?m m^M. m^m^m^. i^^x:^^^^^^ 
ij^mm. %im. ^ummm. ^m^mu phmssm, mmm. mm^m 

mmm. mmn. m^n. mmm^mr^i^^m^r:^^^ m 

5 0 miE# 2003-305309 




4t2 002 — 307750 



-;i/^CDl^jgStr;i'3-A' ; tyVnym^; e/U3>?fi; >if U:r^S/:n^l/>BIJI|;& 

^^y:ii'^l/y:^^j:t^i/zfuifuy'fuy^nMV'^'-m(DmS?^&M ; ti F 
n^i/n:^;H2;i/n~:x., jKU T^^ U>n/M, :j57>n/JK=3p$/lf— ;i/3Ky v-, sKUx 

lyy^'Vu-jb^ i^zfuh^uy^rv n-jv^ y;i/if h-;i/;&i:*(5D#Mr;i/:3~;i/ 

jKU tf~;i/ai-5^;K ^^;v-fe;i/n-:^, r^if 
E KD=3p$/-::f Dfcf;i/-fe;i/n-x> jKU tfn;nf p u k^, U n tf 1/ 

. mmy!<.m-^ h V ^ 2^. ^:nymiJ)Vt/^J^. f^:^h^)y. ^^^y^ itjjvin 
^y:^^;iizjvn~:z. ' i])vyy^j>,mt)K mm,MthX},t. m^ltx9-rv ym 

n^comn - mnmicitm^. ^<^m^^jc<j: i)m:jtn-^^ y^'-r^ztit^ 



5 1 



ffi|E# 2003-305309S 



2002-307750 ^ 

^, IgmTivn-;^!^, aiffi^^^. #®^SffiM> y^Hiit!^. 

7b^#lfe>:n. se^tCiK^^lcfSC. pHm^M> mm^H^J. ^V'-b^RI^ R&^R&aiffl 

«WflS«^S^flI> tf^^>ii> T^>^m> #m?fii. 

[0 0 8 7] 

T*%i:VNo M^«^^J> m^J^ ^=^515. :*^-fe;i/M. i/n^y:/^J> bn-^lfd. 
i^A^. aS*^. mmW^. MMM. MM^M^ MMM. ^-^yfM 

-tm -w^fi. • 

[0 0 8 8] 

n^mtmm<D. mB<^um. i&v^<Dmm> m^<D^^. mmKMir^ 

1 0 0 Omg. ^*b<l*0. l- 5 0 0mg, $e.lC^*b<l^O. 1-10 

omg&iHi-i^iaj-:5^i-^T^-^f-g>c ^^mm(om^i.t. mnmi fis/^as 

-SOOO/tg/kg-e^y, ^f*b<li*!j3 Ag/kg-l 0 0 0 /*g/kg 
[0 0 8 9] 

5 2 mSE# 2003-305309 



2002-307750 ^ 

[0 0 9 0] 

mmmi. [7- (2-^pn-7:.ii^;i/) - i 6 -:r^v- 8 - ( 

-6. 7- ^^^tiKn-iH— ^u>-2->f;v:t^e/] 

a) 2, 2-e;^^;v^ot:°;r>^ [7-/^>s?;i/- 2, 6-y:r^v-i 
2, 6, 7 -"T- b^n Kn:^U >- 3 — f;i/] 



0 



HN' 

1-Kyp)]y^^y^ys. 6 6gS:N, N - ^;i/3^;VAT ^ K 3 0 0 m. 

^$:^>u^>5f;v*^A^nvb^'^7>r-icT«9Sb, /s^pif >-B^Mx^;i. 1 

^H-NMRCCXlg) 

8 1.18 (s, 9H) 5.45 (s, 2H) 6.06 (s, 2H) 7.34-7.39 (m, 5H) 7.58 (s. IH) 
8.18 (s, IH). 
[0 0 9 1] 

b) 2, 2-P:^^fV^U\£:tym 17 -^yV)V- 1 2., 6- 

2. 6, 7-7-h^iiKn>^u>-3->f;i.] ^^;i/x;^'5-;i/ 



UJli^ 2003-305309 



1^ 2002-307750 



WK2 0] 




0 



0 




2, 2-i^iL^jv':ru\^^ym n-^yp)^-2, 6-$;;r^v-i. 2 

^H-NMRCCDGlg) 

8 1.18 (s, 9H) 3.41 (s. 3H) 5.49 (s, 2H) 6.11 (s, 2H) 7.26-7.39 (m, 5fl) 
7.57 (s, IH). 
[0 0 9 2] 

c) 2. 2-P:^^)v^n\£7tym [i-^^^v-z, 6-^:;>':*-^v-i, 

[^b 2 1 ] 



2, 2-$;7t^;v:^ntf^>m [7-^>i^Vi/-i-^^>n/-2. 6-i^:r 
i^^v-1, 2. 6, 7-^b9tiFn::^u:y-3--r;^] ^^;i/xx7=-;v 2. s 

4 9 gSriimi 0 OmUC^^b, 1 0%J-^^P^^mmi S^lM^^ 7K^#H 

8 7 1 g &#feo 
^H-NMRCCDClg) 




5 4 
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9^ 



20 02-307750 



S 1.19 (s, 9H) 3.48 (s, 3H) 6.17 (s, 2H) 7.83 (s. IH) . 
[0 0 9 3] 

d) 2, 2-s;>t5^>H^^nif:t>^ C7- (2-^nn7x-;u) -i- 

HIS2 2] 



0 "^f^CI 



0^ 

2. 2-y>t^;v:/ntr:^>m Ci-;^^;^-^, e-i^i^^v-i. 2. 
;i.Ar^F3 0miic^«b, i^ue;^>3mi?:in;t, ^miCT3H^^#bfe 

. 6?K^t/U^>5f;b^^A^nvb^9:7^-icT^^b, /s^i?->-i^mx^ 

;V (3 : 2) ^m43^1®«fc*J^ #fa^b^i©7 2 4nig&#feo 
[0 0 9 4] 

e) 4- [7- (2-^an73in;v) -3- (2, 2-e;;^^;i/:^Dt^^ 

-l-:*^;V-2. 6-p-^^V-2. 3. 6, 7-5^b^ 



miE# 2 0 0 3 



-305309 



§^2 0 0 2-3 0 7 7 5 0 



[-fb 2 3 ] 
0 ^^Cl 



2. 2-s;^^>n.>^nt::r:^m [7 - (2-i^nDr^xn;v) - i 
-2! 6-i;:t^v-i. 2, 6, 7-^h^iiKn^y>-3->f;v] 

2. 2->:?^^;v^ne:r>m C8-^^na-7- (2 
-^an7xr.;i,) -i-^^;v-2, e -i;^':tarV- 1 , 2, e, 7-^b^ 
tiKn-^y>'-3-rf;v] >i^;vai>?.5=->n/7 6 4 mg &#fec r(^)^®^i-t 
->'>^S/:jtj>n/#n;i/tr/<^5^'>4 giim^b, 15 0' CJcSD^b:feo 3^1^- 

T^#b, ^,7K^mvy:^i^^^AT'f^!^u 5m?:?iiibfe„ 

*/f;v:^79i.^n'7b^^7>f-K:T5^ISU /x:3pi?->-S^m^^;v (3 : 2) 
^m^liiiy. ^fa^l:'^i^7 2 4mg?:#feo 
[0 0 9 5] 

£) 4- [7- (2-^^00731-;^) -l-;^^;^-2, Q-Vit^V- 
2, 3, 6,. 7-^h^llFO-lH-:/UV-8-^;i.] 

Ub2 4] 



0 Q^ci 

H 

4- [7- (2-^nn7x-;v) -3- (2, 2 -i>'^^;v::^Dif^r.;v:r 

5 6 miE# 2003-305309 



^Hl^ ^2 0 02 — 307750 



- 1 2, 6-i:^:t^V~2, 3, 6, 7-'rh^fcKn 
$:^^y--;n Omi. 7^ h^t: Kn >'^:/ 2 0 m 1 ic^l^b, 7K^'fb:^ h u 'i? 

A2 0 omg&sti;t, Muizxm^mwi^tco ^mmici N -mM^M^. mm 

iH-NMR(d^-DMSO) 

6 1.35 (s, 9H) 3.04 (s, 3H) 3.06-3.12 (m, 4H) 3.17-3.22 (m, 4H) 7.48 (d 
t, J=1.6, 7.6Hz, IH) 7.53 (dt, J=2.0, 7.6Hz, IH) 7.63 (dd, J=2.0, 8.OH2, 

IH) 7.65 (dd, J=1.6, 8.0Hz, IH) . 

[0 0 9 6] 

g) 4- C2-i^an-7- (2-^nn7a:n;y) - 1 -:^'f-)V- Q-:^ 

7 iH-:fvy-8 — f;i/] if^^Vy- 1 -iij)vmy 

C'fb2 5] 



4-C2, 6-i;^nn-7- (2 -^Dn73i~;i/) - 7H-::^u>-8 — f 
Ht:2 6] 

4- [7- (2 -i7nn:7x~;i/) - 1 2, 6-^:^-3py-2, 3 
, 6, 7-5^b^ti Kn- 1 H-:/U 8 — r;i/] tf/>^^>:>^>- 1 -:;!j;i/7K>^ 
M t -':f^}V:r.:;^y^)V7 Sms^:t^iymhV y SmUzmMV. 1 2 0° C 

fee t -:f^;i/5;>'55l-Jff:^- h 5 Omg, -5^ h^ti Kn"79> 1 m 1 



mSE^ 2003-305309S 



||^#2 0 0 2-3 0 7 7 5 0 ^ 



^Y'if^y^-i^xmmh. ^^^y-mm:^^)^^ (3 : 2) ^ffite-Bf^y, 4 

- [2, 6-i;^7nn-7- (2.-^Dn - 7 h- >- 8 ->f ;i/ 

] fc;/>v^>:?>- 1 t -'/5^;i/xx7^;n 6 mg S:, ^^-^y-W 
(1 : 9) ^§m^Bf«fcy> 4- C2-^^na-7- (2-i^nn73i- 
-i-^^)V-6-yt^v-Q, 7-5;tiKn-iH-^y>-8-^;i/] 

[0 0 9 7] 

h) [7- (2-iJ^nn7ain;i/) - i 6 -:r^y- 8 - (if'^ 
^i;>-i->f;i/) -6, 7-yiiKn-iH-^y>-2->r;v:r^>>] i^m 

[^lS2 7] 

i T />-N NH 

4- [2-^^nn-7- (2-^no7x-;v) - i 6 -;r=arV- 
6, 7-$;iiFn-iH-:/U>-8--f;v] fcf^^s;^*^-!-:*^^'*^^^. ^ 
-^^;VXX7^>>H Omg, e7'U3-;i/mx^;vxx7^;n omg^N-^^;^ 
trn U K> 0 . 2ml TK^'fb-:^ b U 1 0 m g ^Mpl> ^.m^X 2 

(2-^nn:7 3:n;v) - 2 -a: h:3r>>;«j;v^-;v^ hdp>>- 1 6 - 
:t^V-Q, 7-i>^t:Kn-iH-^U>-8->f;v] tf/^^J^^-i-^Jj^V'i^^ 
>^ t->^^;VX>^7^;V2 4mg§:#feo r ® =fo(© 8 m g 5: h U 7;^:^ Ol^^ 
ic^^b. m.fibfeo ^^•^?:$t^^lR^?K#^n-7bi^^'7^--tcT3mMb, ^ 

IS'ft:-^^ 2 . 1 1 m g S:#fe<. 
MS m/e (ESI) 447 (MH'^-GFgCOOH) 

5 8 ffiiE^t 2003-305309 



200 2—307750 



[0 0 9 8] 

^M9.. r7- (2-- ^nn7x~;i/: 
^.^.^.v-v- T -6 . 7--:;i^KP 



1 ll--:f\)2/-2-^J\/:t^i/'] 



[>flS 2 8 ] 

0 




HO 



8 V*-C1 HO-VE 



4- [7- (2-^^nD7ai->>P) -2-Xb^i/:&;VjJ<-;V^b^^>-l- 
-i-;!!;!/)^?^^ t 6mg&^^?>^->n/0. 4ml, 5N 

-Kxmmi^^ mmit^^z. A^ms^mr=-o 

MS m/e (ESI) 419(MH'^-CF3CO0H) 
[0 0 9 9]' 

a) 2, 2->:^^^;i/-:^Dtf;r>m [7— <>e>vv-3-(2. 2-i;^^^^;v 

Ub2 9] 

0 0 f^*^ 

0^ 



miiE# 2003-305309 



IT 



2002—307750 




uct§«?u-^m*u^Ai7g, ^nn^^;ui^^TV-M4. 2xni^*n 

2 ^ffit$)-M i: »; . mmit^m 1 2 . s g ^#f-o 

^7'2''/2-i;^^;i.^ntf:^>m [3-(2, 2-i;^^;v:/ne:t-;i.:t^ 
[^bso] 

0 !? H 

2, 2-e;;^^;v^D^°^>^ [7-K>i;;v-3-(2. 2-i;^^^;v':/a 



[0 10 1] 



c) 2, 2-t?^^;Wnfcf:r>m[7- (2-^nn7x-;i/) -3- (2, 
2-i;^^;v:/Dtf:r-;v^^J^^^^i') -2. 6-i;^-^#v-2. 3, 6, 1 



0 Q 



flilEW 2003-305309 



2002—307750 



2, 2-e;^^;i/^nif;r>^ [a -(2, z-Vi^^)y^zfn\^it~M^iy 

iH-NMCCDClg) 

§ 1.16 (s, 9H) 1.22 (s, 9H) 5.99 (s, 2H) 6.19 (s, 2E) 7.42-7.52 (m, 3H 
) 7.58-7.61 (m, IH) 7.73 (s, IH) 
[0 1 0 2] 

d) 4-[7- (2-^nn73i:^;V) -i. 3-^i^>^- (2, 2-2?;^^;v^ 
Dlf:r-;V:r^J/^^;V) -2. 6-2;:^^V-2, 3. 6, 

- 1 H - > - 8 — f ;v] t;^^2>'>- 1 -^ij;^^^^^ t - >r5^;i.x:?.5^;i. 



2. 2-$;>i^;b>^ntf;r>m[7- (2 -irna:7ai-;v) -3- (2, 2 
-y^^;i/^nfcr:t~;i/;r^e/;i^;v) -2, 6 -2^^:r=3ry- 2, 3, 6. 7- 
^H-NMRCCDClg) 

8 1.16 (s, 9H) 1.23 (s, 9H) 1.44 (s, 9H) 3.20-3.35 (m, 4H) 3.32-3.37 i 
m, 4H) 5.92 (s, 2H) 6.09 (s. 2H) 7.41-7.49 (m, 2H) 7.52-7,57 (m, 2H) 
[0 10 3] 

e) 4-[7- (2-^an7x-;v) -i- (2, 2-s;^^;i'-:/ntf:tr. 

-2. 6-P:t^V-2, 3, 6. 7 h^ti FO- 1 H- 



[>ffc:3 2] 




2003-305309 



11^2 0 0 2-3 0 7 7 5 0 ^ 

[ib 3 3 ] 



(1 

0 0 V^ri 

4-[7- (2-^nn^x^;v) -1. 3-tf^-(2, 2 -t;;.^;v:/a 
-^u>-8-^;v) tf^^e;>-i-5{j;i/'i?>m t-y5^;vxx5=-;v2. 2 

27g&xb^liKD7^>l Oml, ^9J-)]^20mlizmmh. 1. 8- 
J?r-9*lf2/^^a[5, 4, 0]^>^^.-7-X>0. 5 18ml&in^, 

TJ!^:si^#ufc„ iN-sm?:«n^. ffmbfe®f^c&6iiit. mmv. umt^m 

1 . 0 2 5 g $:#^o 
iH-NMRCCDClg) 

8 1.16 (s. eH) 1.44 (s, 9H) 3.22-3.24 (m, 4H) 3.33-3.35 (m, 4H) 5.90 ( 
s, 2H) 7.43-7.47 (m, 2H) 7.51-7.57 («. 2H) 8.71 (br, IH) 
[0 10 4] 

f) 7-(2-^^nD7x^;v)-2-s/^^D:/b=3fe/-8-i^'>^9>:^>-i-^ 

;V-1, 7-i;tiFnyU>-6-:r> 
Ub3 4] 

0 >ici ho-Vf 

4-[7- (2-9nD7^=.;b) -1- (2, 2-y;i^fl':^nvi*-;v* 

-2, 6-y**V-2. 3, 6, 7-^h9tth-a-lH-^U 
1. KffiA.J9A2 0mg«:*I^> SO" CKT««#b&. SiSSeKgfSx 

6 2 HSIEIt 2003-305309 



2 0 0 2 — 3 0 7 7 5 0 



MS m/e (ESI) 375 (1IH"^-CF3C00H) 
[0 10 5] 

■ a) 2. 2-s^"^5^;i/::^nii-:r>M 117- (2->r^n;i/) 

2, 6-2;;t-^y-l, 2, 6, 7-T-b^tiFn^U>-3-^;V] 
[>fb 3 5 ] 

2, 2-s;^5=';v^nif:r>m [i-^^;v-2. 6-$?:r^y-i, 2, 
6, 7-^h^iiKa>^y>-3--f;v] ^^;i/Xy^^;i' 1 . 87ig?:N, n 

-S?^t^>n/>^;i/AT^ F3 OmllC^fi?b> ^m:*U^Al. 5g. 2-:/^- 
;i.:^^n^KO. 7mlS:]Dn^. ^MlcT^^^^bfe- ^J^m^Wm:^^ ^^'^ 

^^^>,_^^X^;i/ (3 : 2) t§ffi45-lifi:»J/®ia^li^^2. 1 2 s^mtco 
[0 10 6] 

b) 7- (2-:^^^-;v) -i-^^^i'-s, 7->:;i:iKn"^u>-2, 6 
Ht;3 6] 

0 



H 



6 3 



miaE# 2003-305309 



,|j^2 0 0 2-3 0 7 7 5 0 ^ 

, 2, 6. 7-^.b^iiFn^U>-3->f;v] 

7^;l/^mv^T. ^jsMif) t.mmz9mh. ^mit^m^mtcL. 

^H-NMRCCDClg) 

6 1.91 (t. J=2.4H2. 3H) 3.39 (s. 3H) 5.10 (s, 2H) 7.93 (s, IH) 10.62 (s 

, IH). 
[0 10 7] 

c) 4- [7- (2-:/^r.;i/) -l-;i^;v-2. 6-S?;r^y-2, 3 
L^fb 3 7 ] 

H 

7- (2->r^r.;v) •^i->^^>n.-3, 7-e;iiKn^y>-2, e-s;:^ 

^H-NMRCCDClg) 

8 1.48 (s, 9H) 1.83 (t. J=2.4Hz. 3H) 3.37 (s, 3H) 3.37-3.39 (m, 4H) 3.5 
8-3.60 (m, 4H) 4.87 (s, 2H) 9.68 (s, IH). 
[0 10 8] 

d) (7- (2->r^::i;V) - i - Q -^^V - S -}£-^^Py- I 

•->f;i,-6, 7-2;iiKa-iH-^y>-2--<;v:r^2/) 

[-[1:3 8] 




0 

s, 



HO'S^F 



4_ C7- (2-:;^^5--;V) 6-i;:t^V-2. 3. 6, 

7_^T.^i,Ka-iH-^u>-8->f;v3 fci'^^i;>-i-^;v^>^ i^ 

6 4 m«iE# 2003-305309 



2002-307750 



MS m/e (ESI) 451(MH"^-CF3C00H) 
[0 10 9] 

TtU] 



MS m/e (ESI) 385 (1IH"*"-CF3C00H) 
[Oil 0], 

6. 7- (2->r^r.;b-> -2- (2->rbdpv-) -l-;t^;v-8- 




[flS4 0] 



0 

ho-Vf 



MS m/e (ESI) 359(MH^-CF3CO0H) 
[0 111] 

6 5 ffilE# 2003-305309 



2002—3 07750 



[>flS4 1] 



1 r HO Vf 



MS m/e (ESI) 371 (MH^^-CFgCGOH) 
[0 112] 

mmm8. 2- r7- (2->r^:^; v) - 1 6 8 - 
/<^s;>-l->f -6. 7-$;i^Ka-lH-:^ ^i-^-2— ^ 

HIS4 2] 

MS m/e (ESI) 417 (MH'^-CFgCOOH) 
[0 113] 

^IIM9. 2 - r7- (2 ->^^~;v) 



- 1 -3t^;V-6-^=^V-8- (bl° 



-6. 7---^HKa-lH - '^'Jv-2->f;i/:r^->3 

[^t;4 3] 

0 ^ 



6 6 



miiE# 2003-305309 



2002 — 307750 



t^i,^)ij^}\^'.%±^y')iyri\^^m NH-DM2 0 3 5) V>T ^ U-T h ^* 
^:7^-HtiSU i^^x5^;v-^5t/-;i. (20 : 1) ^m^M^^mmit^^ 

MS m/e (ESI) 404 (MH+) 
[0 114] 

1 n 2 -[7- f2-':r^n;i/) -1 - 6 -:t^V- 8 - ( 



v^K^-:;-^-i->^^i>^ -6. 7--:; v-Ka-iH-::^ur^-2->r;b^^->] 
C>fb4 4] 

0 




-N NH HO 



4_ n- (2-^5^-/1/) -i-^^;v-2. 6-2;>r^y-2, a, e, 7 
-5:-b^fcKn-iH-yu>-8->f;p] if/<^i;>-i-:^;i/'i^'>^ 

N-S?^^;l/3^^;l/i.T^ KO. 2mUC^«lb, i^^;?jU^Al omg^iin;^, ^ 

5 0- c\zxm^mn\-t^-> u.^m\z,mm:r.^)\^^Mx. iN-mmio"t^5fe 

*^M«:a^U 4- [7- (2-:/^n;v) -2.-n-i^>^^^^'^^ 
--;V0. 4mllC^filb, 5N-7K^^b-^hU^7A7K^ISO. 1 m 1 $:*n;l, ^ 

MS m/e (ESI) 375 (MH'^-CFgCOOH) 
[0 115] 

^mmi 1. 7- (2-^^x;b > - 2-;^b ^->-i -^^^1^-8- (^^ 

a) 4- [7- (2-^5^-;!/) -2-i^Da-l-^5^;i'-6-:t=3fy- 



6 7 



ffi|iE# 20 03-305309 



ilt^2 002 — 307750 



6. 7-i>^tiFD-iH->^u>-8->r;v] \£r^^i^y-i-^^^^^y^ 

0 ^ 

4- [7- (2-^^^;v) -2, 6-s?^^na-7H-:/y>-8-^;v3 i- 
[fl:4 6] 

CI 

4- [7- (2->rf.n;V) G-V:^^V-2, 3, 6, 

-:/^;i.x^^;i.5. l 2 7 g Sr^^S/m^bU 7 5 m UC?§fi?U 12 0t:iC 

jf^y^^izxmmh. ^^^y-mm:r.^)^ (1:1) ^^mi^^w^u^ 4- [ 

7- (2->r^n;v) -2, 6-j;^^an-7H-yu>-8->r;i'] 

>-l-;t7;V.if>M t-^^;VX;.^;Vl. 3 4 8 g [iH-NMRCCDClg) 8 1.5 
0 (s, 9H) 1.87 (t. J=2.4Hz, 3H) 3.64 (m, 8H) 4.81 (q. J=2.4Hz, 2H)] 

2-^nn-i->^^;v-6-:r:^v-6, 7 -s^ti fp- i h-^u >- 8 - 
}dK^i;y-i-i^}i^ym t -y^;^^:?.^;!. C^H-NMRCCDCig) 8 1 

.49 (s, 9H) 1.83 (t, J=2.4H2, 3H) 3.42-3.44 (m, 4H) 3.59-3.62 (m. 4H) 3. 
73 (s, 3H) 4.93 (q, J=2.4Hz, 2H)] 1.2 3 8 g#feo 

6 8 aj|E#2 0 0 3-3 0 5.3 0 9 



2002-3 07750 



[0 116] 

[-[1:4 .7] 

4_ t7- (2->r^^;v) -2-^nn-i-;^^>^-6-:t'^v-6, 7 
-j;iiFa-iH-:/u>-8-^;u] i 

;Vx;^5^;v8mgS:.l^y-;i.O. 2mlK:^§i^U ^^^b-^- h U A 1 0 m s 

fee 

MS m/e (ESI) 317 (MH'^-CFaCOOH) 
[0 117] 

[-[1:4 8] 



0 




;V-7l^y-;V (2 0 : 1) ^m^®^ ^ «ia'^t:^tl&#:^-- 
^H-NMR(CDCl3) 

6 1.42 (t, J=7.2Hz, 3H) 1.82 (t, J=2.4Hz, 3H) 3.02-3.06 (m, 4H) 3.40-3. 
42 (m. 4H) 3.46 (s, 3H) 4.51 (q. J=7.2Hz, 2H) 4.90 (q, J=2.4Hz. 2H). 
MS m/e (ESI) 331 (MH"^) 

6 9 ffilE# 2003-305309 



200 2-307750 



[0 118] 

mmmis. [7- 



Hfc4 9] 



[0 119] 

mmm 1 4 . 



f7- (2-^^^n/^ -i-SL^;i.-6-:4- »V-8- (e^ 



^^j2/-i->r;v^ -6. 7->:;i^Ka-iH-::^i?v-2->f ;v^^->]Bti 
[-fb 5 0 ] 



HO 



0 



4-[7- (2-:/^-;v) -2-^nn-i-;i^;v-6-3^-^v-6, 7 

;^xx5=•;^%fflv^Tll^6Ml ii:l^^t^^Si-> t7- (2->r^::i;v) -i- 
^^;^_6-:r^y-8- (tf><^5^>-i->f;W -6. 7-s;iiKn-iH 
-:/u>-2->f;v;r=^^>]W:i^^>'i^^^^''^ hvy)\^itnmmMt.. [7- 
(2->r^-;v) -i-^^;i/-6-;r:¥y-8- i — f ^i') - 

6, 7-j;iiKn-iH-yu>-2->f;u:r=ap$/]M^ hU7;i/:tDl^mi^l 

MSm/e (ESI) 361(MH+-CF3C00H)] [7- (2-^5^-;i/) -1-^^^ 

_6_^:3py-8- (bf/^^>:;>-i->r;v) -e, 7 -e^ti Fn- 1 H-:/y 
i.jfjv^m^^^xi^u^hir^y^f'-mmh^ f?^x^;i/-;t^ty-;v (20:1 

) ^{iii>l®J:y [7- (2-^^-;i') -i-;i^;u-6-:t^y-8- (if-^ 

X^;VX^^;W^H-NMR(GDCl3) 6 1.29 (t. J=7.2Hz. 3H) 1.83 (t, J=2.4Hz, 3 



7 0 



miE# 2003-305309 



2002-307750 



H) 3.02-3.06 (m, 4H) 3.38-3.41 (m, 4H) 3.55 (s, 3H) 4.22 (q, J=7.2Hz, 2H 
) 4.90 (q, J=2.4H2, 2H) 5.03 (s. 2H) ; MS «/e (ESI) 389(11H+)1 S:#^=:o 




['fb 5 1 ] 




MS m/e (ESI) 361 (MH'^-CF3C00H) 
[0 12 11 

^mMi6. 1 - [7^Li2z:^±^ ) -i-:.^;i.-B-^^V-8- ( 



\£K^py—l—'^)^> ~6> 7— ytuhi-J — LI± — ^ ^ 

[^fcl5 2] 




0 

« v"^i lVn; ;nh 



1H-NMR(GDC13) 

8 1.19 (t. J=7.2Hz, 3H) 1.39-1.42 (m, 2H) 1.67-1.71 (m. 2H) 1.83 (t, J= 

2.4HZ, 3H) 3.02-3.05 (m, 4H) 3.37-3.40 (m, 4H) 3.49 (s. 3H) 4.14 (q, J=7 
.2Hz, 2H) 4.90 (q, J=2.4Hz, 2H) 



7 1 



miiE#2 003-305309 



Hp 



2 0 0 2 — 3 0 7 7 5 0 



MS m/e (ESI) 415 (MH"^) 
[0 12 2] 

mmmi i. i- r7- (2 -f-f ^; v) -i- ^-p;v-6-^^v-8- ( 



y^^^J-y-l->(^y^ -6. 7-^->-tiKn-lH- -:^0--^-2-^;V:t^->] 
[>ffc 5 3 ] 



^ 0 



4_ t7_ (2->r5--;P) -2-^^Dn-l-^^;V-6-:t^y-6, 7 

Kn-iH-^y>-8— f;v] fcr/<^2;:^-i-:«7>'V'i^>^ t-^^ 
;i.x>^5^;v2 0mg, i-tiKn^>>S/^n^n/^>;Jj;v^>i^x^;i/xx^^ 

^smbfco ^taM^^giau 4- C7- (2-^^-;v) -2- (i-xh^>> 

;U;v;Kx;w>^^n:^n^'=^^» - i 6 -:r^v- 6 . 7->:;i^Kn- 

iH-yy>-8-^;v] fcf/>;^$;>-i-;8j;v3i^>'M t -y^;ux:^:r;^6 

3mg&#fc„ -<;!)%®%X^y-;i.O. 4mK 5 N -^Km^b"^ b U AtK^ 
?K0. lmUC^^b> 50" ClCTJi^^^jt^bfco J^lSIKlCl N -mm^m 
, l^Mx^;i/tCTlfimbfco :t^M?:miib> 4- [7- (2->^^x;i.) -2 

;^^;i.2 2mgS:#fc„ - 1 1 m g & b U ■7;i.:^ail^K:^«lb, m*ib 

mg &#fca 

MS m/e (ESI) 387 (MH'^-CFgCOOH) 
[0 12 3] 

mmm^ 8. 1 - r7- (2 -r ^ ^-f-x;u^ - 1 6 -Th^^v- a - ( 



7 2 



2003-305309 



200 2—307750 



Cfls5 4] 

_^^;v-6-;r=3py-6, 7-e;t:Kn-iH-^u>-8->f;v] e-^^s; 

^^MlCTl 5 4.^m#bfeo 20%T>^XT*0. ImlSrm. mMlCT 1 

MS m/e (ESI) 386 (MH"^-CF3C00H) 
[0 12 4] 

^^Mi9. 7 - r9.-y^x;u) -l--.^;v-2- (2-:t^y-^b^ 
[>fls5 5] 

MS m/e (ESI) 387 (MH"^-CF3C00H) 
[0 12 5] 

^1feM20.- 7- (2-^^x; i . ) -1 -^ ^;v-?.-7x/^e/-8- (e 
^^.^-^-l-^;u>> -1. 7---^i^Kn-^U>-6-:4-;:/ bU 



ffi|iE# 2003-305309 



2002—307750 



[>flS 5 6 ] 



MS m/e (ESI) STQCMH^-CFgCGOH) 



[0 12 6] 
2 1. 



[>fi: 5 7 ] 

MS m/e (ESI) 373 (MH"^-GF3C00H) 



4- [7- (2->r^-;v) -2-^na-i-^^>'^-6-:r^y-6, 7 

^yf^m) 0. 2mis:*n^, 5ox:icTo. 5^^m#bfc, ^mu^mmv 



7 4 



miiE4t2 003-305309 



2002—307750 



MS m/e (ESI) 301 (1IhVcF3CX)0H) 
[0 12 8] 

^^m23, 7- -i-^-^;i^-2-'/^;i^-8- (h^.^ 

[^fc 5 9 ] 

4_ j^7_ (2->^^-;V) -2--{^Dn-l-;^^>n/-6-::t^V-6, 7 

-s;tiKo-iH-:^U>-8--f;v] i -*>"^'i?>^ t-:;^^ 

^P-tf^^o. zmiizmmv. ■f^)v^^^iyt;J^i^nv\^o. 5ml (2. 0^ 

iii^^^^'^nu K2mi (0. 5=e;v^h9i^Kn 

.:7^>^?^) ^fee^Tb^l^ibm^bfc^lSO. 3ml$:*D;^, 5 0° ClCT5^fS 

i&^m^mT&m^^n'rh^^y^-'Krmmh. mmit^ms. 3 8mg$:# 

fee 

MS m/e (ESI) 343(MH'^-CF3C00H) 
[0 12 9] 

^mm24, 7- (2->^^ ^ «>^ -i-^^;v-2-/<>-:;;v-8- (t^^ 
[■fb 6 0 ] 

0 




KyP)v^if^^iy^2.^uV\^^o, 5ml (2. 0 :E;v>:>'n:^;vx-^;i.^?K 
) tpy^^nv\i2mi. (0. 5^;i/7=-b^^iKn7^>^?^) 

7 5 miE# 2003-305309 



#2 002 — 307750 



MS m/e (ESI) 377 (MB'^'-CFgCOOH) 
[0 13 0] 

mmmz5. i- (2-:;^^~;i>) - (2-7x»^;i/) - 

[-fb 6 1 ] 

0 ^ HO Vf 




7a::^;^;W^^:^^S/«i7A^^n y KG. 5 m 1 (2. 0 ^;i/t?x^;vx-7^>n/^ 

i:s;?;:/^^i^ny K2ml (o. 5^;i/7^h^t: Kn7^>^?R) S:^e> 

MS m/e (ESI) 391 (MH^'^-CFgCOOH) 
[0 13 1] 

jlifeM2 6. 7- (2--:^^n;p) - 1 -:>t>^;i/- 2--7x~>yi/- 8 - (tf^ 
1 --y;i/) - 1, 7 6 h^)'7)]/:^umWM 

[^b6 2] 



4- C7- (2-^^— ;v) - 2 -ijr OD- 1 -;>i^;i/- 6 ->r=¥y- 6, 7^- 

h y 2 0 mg 2:i;5r^i^>0. 2ml^C^^b, 8 0°CtCT5^ 



7 6 



2003-305309S 



2002—307750 





4_ (2-^^-;v) -2-^nn-i-^^;v-6-^^y-6, 7- 

XX7-;i/8mg^2 0%r>=e-T*^§I^O. 2mUC^fi?U 8 0t:iCT5^ 

MS m/e (ESI) 302 (MH'^-CFgCOOH) 
[0 13 3] 

^^M28. 7- (2-^5-:^ ^iv-> -i-^^;v-2-^-^;vr^y- (8- 



['fb 6 4 ] 



4- [7- (2->^^::i;v) - 2 - ^ n D - 1 - ^^V- 6 V - 6 , 7- 

x;^7^;v 8 m g & 4 0 % ^ ^;i/r ^ y-^mm o . . 2 m i b, 8 0 -c icT 5 

7 7. ffiiE# 2003-305309 



2 0 0 2 — 3 0 7 7 5 0 



MS m/e (ESI) 316 (Mfl^^-CFgCOOH) 
[0 13 4] 



[^t; 6 5 ] 

4_ [7- (2-^^-;V) -2--^nD-l-^^>>V-6-:t#y-6, 7 

Kn- 1 H-:^y y- s-^jvi ^^^vy- i 1 ->r^;b 

xX5^;i/8mg$:4 0%e;^^;PT^>7jc^mo. 2mUC^«?U SOX^ICT 
^H-NMRCCDGlg) 

8 1.82 (t, J=2.4Hz. 3H) 2.83 (s, 3H) 3.02-3.05 (m, 4H) 3.39-3.42 (m. 4H 
) 3.56 (s, 3H) 4.90 (d, J=2.4Hz, 2H) 

MS m/e (ESI) 330 (MH"^-CF3C00H) 
[0 13 5] 

[-fbe 6] 



r\ H 



4- [7- (2->^^-;v) -2-^Dn-l-^^>'^-6-:^'^V-6, 7 

7 8 ffi|iE4t2 0 0 3 - 3 0 5 3 0 9 



2002—30 7750 



;i.xX^;V10mg?:l->^^;V-2-tfnUK>0. ISmllC^^U 
S/:/x^;vx>^7^;i/ m^i^ismg, h u x^;i.r ^ > 5 o l «:lin;^^co 8 

a^&J^^I^W^m^^'DVh^^^^r-CT^ISU iiSa^b^^7. 6 0mg 

MS m/e (ESI) 388 (MH'^-CFgCOOH) 
[0 13 6] 

-s. 7-i>'t: Kra-iH-'^iJv-?.->f;i/y^>^] 

['flse 7] 



HO 




o " 

4- [7- (2->^^:^;i/) -2-^^Dn-l-;i^;i/-6-;^-=3pv_6. 7 

3^^t$:bU:7;i/;raitmo. 4 0 m 1 lc^»Pb, M^:^/:^ &t|?C^#W^««Sbfe 
o ^^•^S:5t^S^lif5i?^#^^n'7h^^:7>f-lcT#S^U ^I^^b#4li2. 3 6m 

g 

MS m/e (ESI) 360 (Mfl"^-GF3C00H) 
[0 13 7] 

^iifeM32. C N- r7- (2-:^'-f:i;v) -i-;.5-;v-6-:^^v-8- 

(l^^^-^->-l->^;b^ -6. 7-^^l--KD-lH-^^?V-2->f;V] 



miE4t 2003-305309 



2002—307750 



[-fb 6 8 ] 

o 



N 



o ' 



MS m/e (ESI) 402 (MH'^-CFgCOOH) 
[0 13 8] 

mmmzz. (^^ -i- r7- (2 - '/^x;v ) - ^ e-^^v 
-8- (i:f/<^-:;v-i->f;v) 7 kp- i h-:/u >- 2->f;v 



^"•'COzMe 

-fb-^i^l. 3 5nig&#;feo 
MS m/e (ESI) 414(MH'*"-CF3C00H) 
[0 13 9] 

3 4. TN- [7- (2-^^-;i/^ -i-^^n/-6-:r:¥y-8- 



[-fb? 0] 



HOOC^N'^N 




N 



/>-N 



^NH F 



N 



8 0 



20 0 3-305309 



2 0 0 2 — 3 0 7 7 5 0 



MS m/e (ESI) 374 (MH+-CF3COOH) 
[0 14 0] 

^ifeM3 5. (R ^ -1- r7- (2-/-f-:^;v) - 1 - ;^ 6 -^^ V 
[-(1:7 1] 




o 

-fb-^^^O. 7 4mg?r#fe= 

MS m/e (ESI) 414(MH'^-CF3G00H) 

[0 14 1] 

^ifeM3 6. 2- r7- (2-:/^ri; i . ) . -i- ;^^^v-6-:t^v-8- ( 
tf/^^>:;>-i-^«^) -6. 7— vt^Kn-iH-^^iv-2 -^;i^y^>^3 

[^b7 2] 




3 0 }LnWi^9iMX>. ^ 



MeOaC 

la^-^i^l. 2 0mg^#feo 
MS m/e (ESI) 388 (lffl"^-GF3C00H) 
[0 14 2] 

^MM3 7. 2- r7- (2-:^-^-; v) -i -;^5-;v-6-:r^y-8- ( 
t^/<^-:;>-i->f;i/^ -6. 7-^->^t^Kn-iH--/u>- 2->f;vy^^] . 



miiE# 2003-305309 



2002—307750 



C^lS7 3] 

o 

.V ,/— \ ^ 11 

OH 




H 



Me02C 

MS m/e (ESI) 402 (Mfl'^-CFgCOOH) 
[0 14 3] 

138. r <.. -9.- r7- -i-:t^;b-6-:r^y 



[>ft:7 4] 



OH 




EtOzC" 

MS m/e (ESI) 402(MH'^-CF3G00H) 
[0 14 4] 

(s ^ -9- r7- (2-f-f^;v) -i-^^;V-6-^^V 
(^K^py-^-^^^-^ -6. 7-.^t.Kn-iH-/U>-2->f;v 




NH 



5] 



HO^C-^N^N-^N F 
H 



o 

^>^OH 



8 2 



th|iEi[t2 003-30 5 309 



IIP 2002-307750 



O 

"OH 



MS m/e (ESI) 374 (Mfl^-CFgCOOH) 
C^lS7 6] 

o 



MS m/e (ESI) 402 (MH"^-CF3C00H) 

ill!!^ 7- -2- r'>-Tb^>vx^;vT^y) -1 

C^b7 7] 




4_ 1:7- (2-^5^-;b) -2-d/Dn-l-^^;V-6-:r^V-6, 7 

;^x:.^;i.iomg^i-;^^;v-2-enyK>o. l5mlC#?«?U 2- 
xh^>>x^;vT^>2 0..i^>&n^fc. 8 0x:icTi2^^!i#bfc^, 

MS m/e (ESI) 374 (MH+-CF3COOH) 
[0 14 7] 

8 3 ffi|iE#2 0 0 3 -3 0 5 3 0 9 



2002—307750 



[^t7 8] 

o 



:e;l/>i^u>^mv^•rll^6^J4 lam^ic^ai-. SSH^b^^?. 3img%# 

MS m/e (ESI) 372 (MH'^-GFgCOOH) 
[0148] 

C'fi:7 9] 

o 



IT />— N NH 'J^^ ^OH 



crs- 

/<v>:;;vr^>«:^v>T^»J4 lin^^mjc^asb. ^^fa^fc^^fefs. 40mg 

MS m/e (ESI) 392 (MH'^-CF3C00H) 
[0 14 9] 



miiE# 2003-305309! 



2002—307750 



[flSS 0] 



EtO^C 



F 



4 1 nmMizmMi^. ^mit-^ 



4^7. 4 3 mg ^#feo 
MS m/e (ESI) 442 (MH'^-CFgCOOH) 
[0 15 0] 

^ifeM4 5. 2- rN-><v-:;;v^ -f -;v T^7) - 7- (2-/5-^;v) - 1 . 
['fb 8 1 1 

o 




^1 JCV-n^^nh 



OH 



. 3 8mg?:#fec 

MS m/e (ESI) 406 (MH'^-CFgCOOH) 

[0 15 1] 

^^M4 6, 7- - ? ■ - (4 -^p n^>f^-;i^y ^ ^> -i 

Hb8 2] 



o 



CI 




H 



ajSE# 2003-305309 



m 



002 — 307750 



MS m/e (ESI) 426 (MH^^-CFgCOOH) 
[0 15 2] 

mmMAi. 7- (z-zf^^-jv) -2- (A-:^h^t y^y^::^)^r^J) - 




4^-^ \se^t/Kyt^)vr^y^M^^xmM0i4: 1 tm^KmMh. mmit^m 

3. 7 7 mg ^#feo 
MS m/e (ESI) 422 (MH'^-CFgCOOH) 
[0 15 3] 

mmm4:8. 7- (2-^^~;i/) -i-^5^;i/-2- (2-7 3i-;i/x^;i/ 
y^j) -8- (tf/^^s;>- 1 --f -1. 7--:;bFP--:^u>-6-:^ 

y hVyjv^uWWl^ 
at 8 4] 





"1 "XjC Vn 

H 



OH 

F 



MS m/e (ESI) 406 (MH'^-CFgCOOH) 
[0 15 4] 

mmm4:Q. i- (2-::^'^~;i/) -i-^5^;b-2- [N- (2-7x-;i/ 
x^;i/) ;)t^;vy^y] -8- (fcf/^^ 1 -i. i-v\l\^u- 



8 6 



ffiSE# 2003-3053099 




0 0 2 — 3 0 7 7 5 0 




UtS 5] 




OH 



2. 1 7 mg S:#feo 
MS m/e (ESI) 420 (MH'^-CFgCOOH) 
[0 15 5] 

mmrn^O. l- ri- (2--sr^n;i/) -l -9.^}V-6-:^^V-8- ( 
tf^^s;>- 1 ->f;i^) -6. 7-$;iiKa-lH-':^U>-2-> f;i/] bf/^U 



. 9 3mg$:#fe„ 
MS m/e (ESI) 442 (MH'^-CFgCOOH) 
[0 15 6] 

mmmbi. 7- (2-::^^x;i/) -i- ^^;v-8- (tf/^^^i;^- i 




COzEt 



8 7 



mfE# 2003-3053099 



2002—307750 



Hfc8 7] 



N 

H 





6 2 m g ^^t=.o 

MS m/e (ESI) 393 (MH^-CFaCOOH) 
[0157] 

^i^M5 2. 1 - r7- (2-f^:^nA -i-;^^;v-6-:r^y-8- ( 
K/<^^:;-^-i-^)i^-> -6. 7-$; >-K-a-iH-::fU>-2->f;v] fcf/<U 

[>fH 8 8 ] 




r^N^N-^N ^ F 
. 9 7'mg 

MS m/e (ESI) 442 (MH'^-CFgCOOH) 
[0 15 8] 

^^M.r^. (s ^ -1- r7- C2-^^ri;v) -i-^^;v-6-:r^ry 

['fbS 9] 



^^"''CCX)H 




ffiliEi^ 2003-305309 



2002—307750 



MS m/e (ESI) 400 (MH'^-CFgCOOH) 
[0 15 9] 

Ml;9 0] 
o 




MS m/e (ESI) 358 (MB'^-CFgCOOH) 
[0 16 0] 

^1ifeM55. 7- (2->r^: r i^l>^ -2- (N ^>>VT ^ ^ ) -l" 

^^;i.-8- (t^/<^-:;2/-i->r ^iv^ -1. i-pyy^n—fyy-Q-^^y 

[:fb9 1] 
o 




7 mg 5:#fca 

MS m/e (ESI) 344(!IH"^-CF3G00H) 
[0 16 1] 

mmm^s. ( p ^ -i- r7- (2 - 1 - 6 -^:^v 
-8- fi^/<^i;:y-i-> ^^1^^ -6. 7--y}±y^u-iH-'i'^)y-2-4Jv 



2003-305309 




,|p|^2 0 0 2-3 0 7 7 5 0 

o 



eOaEt 

^-^ifeO. 8 7mg?:#fco 
MS m/e (ESI) 442 (MH'^-CFgCOOH) 
[0 16 2] 

mmm?.!. (S ^ -i- r7- (2-/-fr.;v) - i 6 -^^v 
litQ 3] 



9 



C02Et 

MS m/e (ESI) 442 (MH'^-CFgCOOH) 
[0 16 3] 

^ifeM5 8. C N - r7- (2-^^-;V) -l-;t^;v-6-:t^y-8- 

(tf/^^i:;>-i->^«^^ -6. 7— ->-v-Ka-iH— /u>-2->r;v3 



2003-305309 



2002—307750 



. 0 0nigS:#:feo 

MS m/e (ESI) 355 (MH^-CFgCOOH) 

[0 16 4] 

^|gM59. 7- (2-:^^:^;v) - 2 v tf ;i.r ^ ^ - 1 " ^^^f" 
8- (i^'^^e^v-i-^f^v) -1' 7-S?t:Kn-:/U>-6-:4*> hVy 

o 




1 ^jJlV V-N^^NH ;->J^OH 

4- [7- (2-y^~;i/) -2-^nn-i-^^;v-6-5r^v-6, 7 
->:;iih-n-iH-^u>-8-^;v] tr/<^t;>- i t-:/^ 

ni-;vT^>5 0^i&mfc. 6 0icic-C5^r^m^bfc^. ^^:^f:^5r»?c^ 

MS m/e (ESI) 344 (MH'^-GFgCOOH) 
[0 1 6 5] V 

;u) - 2- (tf^i-vv-2->f;vy ^ >^;> -1. 7--v>,Kn-'/U>-6-^ 



ffilEi^ 2003-305309 



|tf^#2 0 0 2-3 0 7 7 5 0 ^ 




o 

"OH 



MbQ 6] 

o 



^-n- (2-^^-;u) -2-i^pn-i-;^^;b-6-:t^y-6, 7 

;i.x;^5^;P6mg^l-^^;V-2-tfOUK>0. 15mUC^«?b. 2-T 
^yt^U2;>5 0/.l^mfc„ 1 1 o°cfcTi 2^ra^#bfe#, 

MS m/fe (ESI) STSCMH'^-CFgCOOH) 
[0 16 6] 

[^(1:9 7] 

o ^-^^ o 

"OH 



H 



7 



4- [7- (2-^^^;i/) -2-^aa-i-^^>'^-6-;*-#v-6, 

;i.xx5=-;i.6mg$:l-^^;i^-2-t^nUF>0. 15mlK:^«?U T-U 
>10 0A.lS:SQ;lfeo 1 10'ClcTl2^r^^#bfc^, B«^X&n?C^#lt 

b, =^sB^lS-a-i^3. 2 3nig&#:^o 
MS m/e (ESI) 378 (MH"^-CF3C00H) 
[0 16 7] 

9 2 miiE# 2003-305309 



HP 



2 0 0 2 — 3 0 7 7 5 0 



mmms2. 1- r7- (2-zr^=.nA - i - 6 8 - ( 

HbQ 8] 
o 



V 



?^[7- (2-^^-;v) -2-i^nn-i-.^^;v-6-^=¥y-6. 7 
-j;iiKn-iH-^u>-8->r;p] 1-^)^^^^^ t-^^ 

^:xmn:^;vxx^;v2 0 1 ^in;ifc„ 8 otiic-c 1 2^5gm#bfc^, 

^;^^IlJC^#t^THi;Sm^^tJ^b:^^o r0a^$:X^y-;VO. 20ml, 5N 

MS m/e (ESI) 414 (MH"^-CF3C00H) 
[0 16 8] 

mmmez. (R ^ r7- (2-^^=.^v) - i 6-:^apy 

-8- (tf/<^.:;>.-i ->f;v) -p 7 kp- i h-^u >- 2 




4_ (2-y^-;v) -2-^aD-i-^^>n/-6-^^y-6, 7 



g 3 



miE# 2003-305309 




#2002—307750 



• 



;i/x::^'5^;i/6mgS:i -:A^;b-2-trnU K>0. 1 5 m 1 }c|§ft?L/> D-::^ 
n y mm^l^mg^ b Ux^;1/T^ > 5 O a* l 

^^t$:X^y-;i/0. 2 0ml, 5 N-7KM>ff::M- U ^^AtK^MO. 2 0 m 1 IC 

MS o/e (ESI) 400(MH"^-GF3COOH) 
[0 16 9] 

br^^i;>'>-i — f;i/) -6, 7-s;ti kp- 1 h->^u >- 2 — f;i/y^7] 
['fb 1 0 0 ] 



m^it-^m 1 . 1 2 m g 



[01-70] 

mmm6 5. 7- (2-::^'5^::i;i/) -i-^f^;i/-8- (.}^K^py - 1 - 4 
- 2- (tf i; 2 ->r;i/:>i^;i/:^^$/) -i, 7 -s;ti Fn-::/"u >- 

[^t; 1 0 1 ] 




H 



MS in/e (ESI) 374 (ME'^'-CFgCOGH) 




9 4 



miE# 2003-305309S 



#2 002 — 307750 



m 



4- [7- iz-zf^—Jiy - 2 -e^ nn- 1 6 -:r:^y~ 6, 7 
;UXX7^;V6mgS: 1 -;<5^;i/-2-tfn U F:y 0. ISmllc^^b, eUS? 

HS m/e (ESI) 394(MH"'"-CF3C00fi) 
[0 17 1] 

7~ (2-:;^^n;i/) -2 — f y :;^n3K^i/- 1 -^^;L'- 8 - 
1 --f;i/) - 1, 7-s;t: Kn-:;^U 6 hU7;i/;r 

C^fcl 0 2] 



4- C7- (2-:/^n;i/) - l-:i^'^J[y- 6 -yt^V- 6, 7 

;i/:rx5^;i/6 mg & 1 2 -If n U F> 0. 15ml{C^|?b^ >fv>^ 
n/NV-;bO. lOml, 7K^'fb:^h U OASmg SrAO^feo ^MtCT 5 ^rt^Jg 

MS m/e (ESI) 345 (MH^'^-CFgCGOH) 
[01 72) 

Mmmei. 7- (2->r5^~;i/) -2 - (2 -:/^~;i/:rdrtx) -l-yL^ 

)V- 8- 1 }V) - 1, 7 -S^bi Fn-yy >- 6 h 

y y^TtummM. 




miiE# 2003-305309S 



2002—307750 



[>fb 1 0 3 ] 




NH 



4 0 m g S:#fe.a 

MS m/e (ESI) 355 (MH^^-CFgCGOH) 
[0 1.7 3] 

['TIS 1 0 4 ] 




NH 



O 



4- [7- (2-:/^^;i/) -2-^an-i-^^>'v-6-:r=¥v-6, 7 

;vxx^;i'6mg%l-^^;^-2-l^OUK>0. 15mllC^«?U 

8 3 in g $:#feo 
MS m/e (ESI) 391 (MH"*"-CF3C0GH) 
[0 17 4] 

^mM69. r7- (2- -^'-f--;i.^ -l-^^;i.-6-:^^y-8- ( 

tf/^^-:;>-i ->r;i.) -6. 7-j;>-tiKn-3 h-^u 2 -^;i/:^;v7r 



9 6 



ffi|iE# 2003-305309 



2002—307750 



C>ffc;l 0 5] 



MS m/e (ESI) 419(MH'^-CF3C00H) 
[0 17 5] 

^^M70. 3- r7- (2 - ^-^r.;i/) -l->t^;i,-6-:^^V-8- ( 

yf^^py-i-^)]y) -6. 7->:x'tiFn- i H-'/tj>-2-^;v:;<»>v77 

['fbl 0 6] 

o 



®ia'fb-^ife3. 7 5mg^#fco 
MS m/e (ESI) 419 (MH'^-CFaCOOH) 
[0 17 6] 

^ifeM7i. 7- (2-^^-/1/) -2-x^;v;^;i':7T-;v-i-;i^;v- 

8- (e/<i^>:;>-i-^;^) -1. 7-i?biKn-^u>-6-:**> hvy 

Utl 0 7] 

o 



"^1 L Vn^^nh ho^f 



9 7 



ffilEi^ 2003-305309 



2002—307750 



MS m/e (ESI) 347 (MH^-CFgCOOH) 
[0 17 7] 

^»J7 2. 7-\2-'f^=:^)V) -2- i2-\^ Y^n^ty^^J^^^^y r 

)i) -i-^^;i/-8- (i:f^9t;>-i-'f;v) -i» 7-5;iiKn-yu> 
[>fb 1 0 a ] 



o 

OH 



. 5 7mg?:#fco 
MS m/e (ESI) 363 (MH'^-GFgCOOH) 
[0 17 8] 

mmmiz. i- (2-^^-;v) -i-^5^;i.-8- (if^^y>-i->f 

;v) -2- (i:fyi;>-2--f;v::^.;v7T-;v) -i. 7 -s^n Kn- >^y >- 
[^is 1 0 9 ] 



o 

-OH 



2->t;^5^J:/^tfUi^'^'%mv^TllmM6 8iiiM#ic^Sb, miB-fb-^ 

6 Smg S:#feo 

MS m/e (ESI) 396 (MH'^-CFgCOOH) 
[0 17 9] 

mmmiA., 7- (2-^5^-;v) -i-;^5^;v-2-;15^;v:^;v:7t::^;v- 
8- (tf/>^^i;>-i-'<;v) -1, 7-s;iiKn-:/u>-6-:r> bU^ 



rniEi^ 2003-305309 



2002—307750 



# 




"OH 

iL^.r \ / ''J. 

8 h|ll#JC 



[fb 1 1 0 ] 

^^;i/^;i/;!3y^> (3 0%, :f.^J-)imm.) &Mvnt: 

MS m/e (ESI) 333 (MH^^-CFgCGOH) 
[0 18 0] 

IIJ6M7 5. 7- (2-y^-;i/) -2-i/^0^^^>>'l'^>'V^7->'l^-l- 




1 3 mg S:#:fe:o 

MS m/e (ESI) 401 (MH"^-CF3C00H) 
[0 18 1] 

5^;v-8- (tf^^i^*>-i->r;W -1, 7->:;eKn-^u>-6-:t> 
[-ffci 1 2] 



o 




o 

OH 



-^S^N-^N ^ F 

4_ [7- (2->^^-;V) -2-i5^nn-l-^5^>'V-6-:t^y-6, 7 

;va:;^^;i.6mg?:i-^^;P-2-enUF>0. 1 5 m 1 Ic^^U ^n/N' 

9 9 ffi|iE# 2003-305309 



,;^|p2 0 0 2-3 0 7 7 5 0 

. 5 6 mg ^#;fe:o 
MS m/e (ESI) 361 (MH+-CF3COOH) 
[0 18 2] 

^mM7 7. 2-t-^^;^^;V-7r::i;V-7 - (2-/^-;v) -1-^^ 

;i,_8- (tf/^^i;>-i->f;^) -1. 7-2;iiKn->^u>-6-:r> h 
u 

IVci 1 33 




o — o 



"OH 



2 2 -^n/^>^^-;v ^ 'J 1^7AJSS:Mv^T^^sM7 6 }Lnm 

MS m/e (ESI) 375 (MH'^-CFgCOOH) 
[0 18 3] 



[^114] 



o 




o 

)>_N NH c^y^OH 



HS^N-^N ^ F 

^Vy-i->^}y) -6, 7-2;tiKD-iH-':/U>-2->f;v:x;v7Tn;i. 



100 



miE#2 003-305309 



2002—307750 




o 

OH 



4_ [7- (2-y^-;V) -2-e7nn-l-^^;V-6-:t:3pv-6, 7 

^mm^mm^r.. ^©js^&x^y-A'O. 2omi, ^n-it^mit^h^)^ 
nxRi:^m^mm\^r=.^ r<D^-^^bU7;v^aitmo. 4 0muc^fi?u ^ 
mh 7- (2->r^^;i/).-2->t;v^:^b-i-^^^'^-8- ci^'^-^^^^'^ 

m/e (ESI)319(MH+-CF3C00H)] ^0. 96mg. [7- (2 - - 1 - 

-^y>-2->f;i.>^;v7r-;i/] i^m hU'7;v^nW^m [ms m/e (esi)37 

7(MH"^-CF3C00H)] 0 . 6 1mg#feo 
[0184] 

^J6M80. 7- (2-^^-;v) -2-x^^>::^;v7^-;i^-i-^^^^^- 

8- (tf/<^s;>-i->r;i^) -1. 7-e;iiKD-^u>-6-:r> bu:^ 




o 



4- [7- (2-^5^-;!.) -2-^na-l-^^>'l^-6-:^^V-6, 7 

10 1 ffi®^ 2003-305309 



2002-307750 _ ^ 

bfe, r<z)?^'^S:e;^^Da;iaf>o. 3 omi icmigb. - 1 B>°c\-^m\.f=.. 
zZ\zm-^nn^^m^mm^ra&^mx. -7 SX^ICTI 5tJ^m#bfc, 

^S^Z. 2 1 mg 

MS m/e (ESI) 363 (MH'^-CFgCOOH) 

[0 18 5] 

^SSMSi. 7- (2-^^-;i.) -2-x^>::^;v^N-;v-i-^^^i^-8 
- (tf>^^y>-i->f;^) -1. 7-S?t.Kn-^U>-6-:t> bU:7;v 

nfc;ii7] 
o 



/-->s;^'^N F 

4_^C7- (2-y^^;^) -2-^nn-l-^^;i^-6-^^V-6, 7- 
XX^;i.6mg%l->^^;V-2-lfnUK>0. 15mUC^«?U x^>^ 

fco 3(Da^&S?^^nn^^>0. 3mllC^^b, -7 8°ClC?^^bfc„ rtl 
lCm-^^nn5©^S#mi OmgSriin;^. -7 8-ClCTl 5^, ^VNTO-CiCT 

i5^^M#bf^= HJiS?SicMiSmt-hU'!7i^^5fn7X^IK&An;t, $;^nn;i^J> 

10 2 2003-305309 



9^ 



2002—307750 



MS ffl/e (ESI) STSCMfl'^-CFgCGOH) 
[0 18 6] 

C^IS 1 1 8 ] 



0 ^ 0 



4- [7- (2-^^-/1/) -2-^^an-l-:^^;V-6-:r^V-6, 7 

->:;tiFn-iH-:/u:/-8->f>n/] if^^vy- i-^^.^-y^ t-zf^ 
;i.xx5-;i.8mg^N-^^;vi:i'ny K>o. 2mucmi!i?b. s/r>>fis^by 

/ncTttffibfdo mmm^mmh. 4- C7- (2->r^-;v) -2-$/t/- 

-lCT5|figb, #IH'fb-&ife»4. 12mg«:#fc- 
MS m/e (ESI) 312 (MH'^-CFgCOOH) 
[0 18 7] 

mmm^ ^. i - ^9.--^^=.;^.) - i - 6 -:t:^v- 8 - (i^^^ 

a) 4-[7- (2->r^ri;v) -2-^;i.7i^H';i/-i-^^;^-6-:t^v 
- 6. 7 ->:^'ii Ko - la-^vy-Q -^M \£^^vy- i -i^n^^-ym 

[^119] 



10 3 



ffitiEi^ 2003-305309 



200 2—307750 



,4-[7- (2->^5--;i/) -2-^nn-l-^^;i'-6-:t^y-6. 7- 

x:;.^;!. 17 6m g ?:N-^^;nfn u K> 2 m 1 Kmmi.. ^^ryVcf b u ^7 

AlOOmgS:in^> 50°CICT0. 5^I^^#bfe„ SJS?KtC7KS:in^. 

y-i-.i^;i.-6-;rafV-6, 7-s;iiKa-iH-:/U>-8-^;v]i:f 

t -^^;vx;^^;v i 7 omg S:#feo r(D%<z)9 

8mg&T-h^tiKn^9:^3ml, ^ 7 2 m 1 JC^§«?U 20%r>'^ 
-r>!K^?KO. 5ml, ^0%mLi\^i^^-^^' 5ml ^MCT^^M 

^-iCTWiSb, ^x^-;!.-^^^-;^^^^®^:^^ #ia^fc^^7 7mg& 
^H-NMRCCDClg) 

8 1.49 (s, 9fl) 1.83 (t. J=1.2Hz, 3H) 3.42-3.49 (m, 4H) 3:58-3.65 (m, 4 
H) 3.95 (s, 3H) 5.01 (d, J=2.4Hz, 2H) 5.54 (br. IH) 7.61 (br, IH) 
[0 18 8] 

b) 7- (2-^^-;!^) -i-^^;v-6-;rapy-8- iy^r,^vy-i- 
[fb 1 2 0 ] 



H2N 



, 7->:;t:Ka-iH-^y:^-8->r;v]t^-^^^:>^>-i-*^i^'^^^^-'^ ^- 
N H - u ^>!f ;v^Mv^T ^ b :7 ^ -#ISb, Wggx^;v-^ ^ y 

(5:1) ^mi9*lif<fc 9 S 

^H-NMRCCDClg) 

10 4 ffiliE#2 003-305309 



|||p2 0 0 2-3 0 7 7 5 0 ^ 



8 1.83 (t, J=2.4HZ. 3H) 3.05-3.07 (m, 4HX 3.45-3.48 (m, 4H) 3.94 (s, 3 
H) 4.98 (s, 2H) 5.57 (br, IH) 7.65 (br, IH) 
[0 18 9] 

^mm&A. 7- (2-^-^n;v) - 9.-± }V^<^iy- l 
^^^:;-^--i-^n.-> -1. i-vy ^n^^izy-e-a-y h^)yi\^^nmn 

[>fb 1 2 1 ] 

0 

[0 19 0] 

mmms^. 7- ( 9. -y^^:=.jv) - i - ^^;i/ -8- (if ^^>:;>- i ->f 
[^t:i2 2] 



4 -[7- (2->r^-;v) -2-;!j;wi^>f;v-i-^^>'v-6-^^v-6 
7-ytiFo-iH-^u>-8->r>>v]tf/^^s;^^>-i-*>^'i^>^ ^- 

2. 5mg$:^h^fc:FD:7^>0. 3ml, >l^fy-;i/0. 
2mUC^j^b, 2N-^mit±hU^2^0. 0 5 m 1 ^5n;t, 5 0'C{CT2^ 

-;!j;v7n^:^i/-i-^^^v-8- -1. 

^,jy-Q-^y b U 7 D S^^iS [MS m/e (ESI) 331 (MH+-CF3COOH) ] 0 . 

44xng, 7-.(2-:/^^;v) -i-^^;v-8- (1-^^ - 1 " ^ ^V) 
-1, 7-i;t:Kn^u>-6-:r> b u 7;v;rnS^mm [1h-nmr(gdg13) 6 i 

.81 (t. J=2.4Hz, 3H) 3.54 (br, 4H) 3.63 (s, 3H) 3.83 (br, 4H) 5.02 (s, 2 
H) 8.20 (s. IH) ; MS m/e (ESI) 287(MH-'-CF3C00H)] 6. 4mg^#fco 

10 5 miiE#2 003-305309 



2 0.0 2 — 307750 



[0 19 1] . / 

[>fl: 1 2 3 ] 

2-i^7i^;^:5^ne:t:/m C7 2. e-Pit^v-i, 2 

=^:^^)VKyi£yO. 3 8mK 4|g7K^gm:«J ^ 3 9 0 m g, N, N-5^;i^ 
;i.d->;VAT ^ K 5 m 1 5 0 'C<Dmm^ 2 ^fM^lt^bfeo MDS?^^ 

S^Mx^;V, :?KT'ttffib. :^llM5:7KSfe, IS5FtI:fem7KSfcv^, ^7K^mv^*:t->^7 
Afg^m^^mmSib. .^iJ-V-eJ^^^bb, #ffi^tl^^5 4 

0 mg ^#feo 
^H-NMRCCDClg) 

8 1.19 (s, 9H) 2.92-2.98 (m. 2H) 4.19-4.25 (m. 2H) 5.48 (s, 2H) 6.11 (s 
, 2H) 7.17-7.40 (m, lOH) 7.54 (s, IH) 
[0192] 

b) 2, z-P^^J^^-^ni^ytym n - i2-f^^)v) - s -^^n- 

2, 6-2;;r^V-l- (2-7:'^->'V^^^l') -1' 2, 6, 7-5^h^VlK 



2 
6 



s 



10 6 
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Utl 2 4] 




0^ 



1, 2, 6, 7-7^h^t: Fn^'J>-3 — r;i/] 
x>^^;i/5 4 Omg. 1 0%7'?^e;^yi^J?^5 Omg, @f^8mlC02S-^%S:^ 
MT?:!Km#S^T-I!fei^??bfc, HUS?gtS5jtbfe^^JEa*ib, mm.4: 10m 

r(2)ait^4> 1 -:/n^- 2 -:/^>o. i 5 m l , ^:?K;^m:j!3 U ^7 A 3 o o 
mg, N, N-t^>l5^;V7j>;i/AT^ F5nil<Z)tg'^%S:^St?2^|^ig#bfe, 

^®J^'^^*> N-^'nnii/\^M>f ^ Ki 8 omg, N, N-s;^^;i/3j^;i/A 

^i^:^mWLO. 5ml S^^x^;K TfcT'lftffib, ^a^i&Tfc^, H 

^H-NMRCCDClg) 

6 1.21 (s, 9H) 1.83 (t, J=2Hz, 3H) 2.92-2.98 (m, 2H) 4.19-4.25 (m, 2H) 
5.11 (q, J=2H2, 2H) 6.05 (s, 2H) 7.18-7.32 (m, 5H) 
Co 1 9 3] 

c) 4- [7- (2-:/^— -2, 6 -S^:3rdpy- 1 - (2-:73:X;i/X 

-2, 3, 6. 7 h^fc. Ka- 1 H-:/u >- 8 — f;i/] 



10 7 



ffiSE# 2003-305309S 




2, 2-i^:^^JU-:fu\£yi'ym [7- (2-:f^— -8-^nn-2, 6 
-•t;;r#V- 1 - (2-:7x— ;i/x^;i/) - 1, 2, 6, 7 -7^ h^t: Kn:/y 
y- 3-^)11 ;i^;Vx;;^5^;i/3 8 Omg, fcf/^^s;>- 1 -:i7;i'3K>^ t- 
■::f^;i/a:::^5^;i/4 6 Omg, N-:^f^;i/tfn u K> 0. 5 m l CD^S-^#f ^ 1 5 0 

> (1/1) ic^^b. ^PMcoi/Vit}ff)V^mvx^m. WW. 

(1/1) "TSfevv am. mm^&t>-^xm&mmi^. 

m^tl•:^ h u '^As 3 mg ^iti^, mux 3 0 -^mw^t:!. EfZ^mziNmmim 
i^M:^r=.^. mm:i^'^jw T^x-mmv. mmm^:^i^> mm:0im7i(,xm^\ m 

^H-NMR(CDCl3) 

8 1.50 (s, 9H) 1.85 (t, J=2Hz, 3H) 2.91-2.98 (m, 2H) 3.37 (br.s, 4H) 3. 
56-3.62 (m, 4H) 4.15-4.22 (m, 2H) 4.87 (q, J=2H2, 2H) 7.18-7.35 (m, 5H) 
[0 19 4] 

d) 4- [7- (2-:/^— ;i/) - 2 -^no- 6 -::r^y- 1 - (2-yx. 
^;V::si^;\y) -6, 7 -t^t Kn- 1 H- >''U >- 8 ->f \^K^Vy- 1- 

Utl 2 6] 




4- [7- (2-y^~;i/) -2, 6-i?:t^y-l- ( 2 - 73:— ;bx^;i/) 

10 8 ffilE# 2003-3053095 



002 — 3077 



5 0 



-2, 3, 6, 7-5^h^t Kn-iH-::/i;>-8 — f jvi i£K^i;y- i - 
ijji^ym t -:f^;vx:^5^;b2 9 omg. yt^tym.itv y Ami (om-^m^ 

uy^y bmUcmMht^Lo :r.<DmWL^. t - >^'5^;V^:;!7-jK:t^- h 2 5 O mg 

mhr:io o-5Q%mm:^^j\y/'^^i^yxi/Vij^;v^^2^i;u'^h 

ff^VA S:^Z.:&V^, ^V^t? 5 0-10 0%:^ 9 J -}\^ /i^XW^ii'^ h.^ 

b 7 >f & ;fe CI MIBfi:'^^ 6 0 m g ^#feo 

^H-NMRCCDClg) 

8 1.49 (s, 9H) 1.84 (t, J=2Hz, 3H) 3.10-3.16 (m, 2H) 3.40-3.46 (m, 2H) 
3.57-3.63 (m, 4H) 4.42-4.49 (m, 4H) 4.94 (q, J=2Hz, 2H) 7.21-7.34 (m, 5H 
) 

CO 1 9 5] 

e) 7- (2-:^^— - 2 h =2? 1 - ( 2 - 7 ai— - 8 - ( 

fcr^9s^>- 1 -^f;!/)- 1, 7-i;ii Kn:/y 6->f> i&^l^ 

[^^12 7] 



4- [7- (2-:/^— - 2 -^Jr on- 6 -;r=3pv- 1 - (2-r'xn;i/x 
-6, 7 -s>^ti Kn- 1 H-^U 8 — f;u] tr/^^e;>- i -:3!j;i/7K 
ym. t -^^;i/3i:7.7^;i/7mg, ;)i^5ty-;i/0. 5 m l ®M■a^#l^c:!K^'flS:^ h 
y^7i^ (60%^*'ffi) lOmg^iO^. ^^ilT'2 Ore-^^bfec H^SI^lCTfc^rill 

- 8 0%^i5t>'-;i//7K^T?5S&*B:;?j^A^nvh^^:7-/ -S:^2:^v%, ^la^b 
-^%4. 3mg$:#fe, 




H-CI 



10 9 



miE# 2 0 0 3-3 0 



0t 



2002'-307750 



^H-NMRCDMSO-dS) 

8 1.80 (br.s. 3H) 2.85 (t, J=7Hz, 2H) 3.28 (br.s, 4H) 3.48-3.54 (m. 4H) 




C^b 1 2 8 ] 



H-Cl 



^H-NMRCDMSO-dS) 

8 1.28 (t. J=7Hz, 3H) 1.80 (s, 3fl) 2.86 (t, J=7Hz, 2H) 3.27 (br.s, 4H) 
3.46-3.53 (m, 4H) 4.15 (t, J=7Hz, 2H) 4.25 (q, J=7Hz, 2H) 4.97 (s. 2H) 7 
.17 (d, J=7Hz, 2H) 7.22 (t, J=7Hz. IH) 7.29 (t, J=7Hz. 2H) 9.04 (br.s, 2 
H) 

[0 19 7] 



_8- -fi- 7->:;iiKn-iH-yu>-2- 

C^H 1 2 9 ] 



H-CI 



Me02C . j» « 

^H-NMR(DMS0-d6) 



110 



miEilt 2003-305309 



! #2002—307750 



5 1.80 (s, 3H) 2.96 (t, J=8Hz, 2H) 3.29 (br.s, 4H) 3.50-3.56 (m, 4H) 3. 
68 (s, 3H) 4.16 (s, 2H) 4.23 (t, J=8H2, 2H) 4.99 (s, 2H) 7.24-7.38 (m, 5 
H) 8.96 (br.s, 2H) 
[0 19 8] 

mmm8 9. 17- (2-:f^~;i/) - 6 -:7i-=3pv- 1 - ( 2 

/V) -8- (\^^^P>-1-^JV) -6, 7 KP- 1 H->f U >- 2 - 

C-fHiso] 



M8 e tmmK^^Lr=.o 

^H-NMR(DMS0-d6) 

8 1.22 (t, J=7Hz, 3H) 1.78 (s, 3H) 2.87 (t, J=8Hz, 2H) 3.26 (br.s, 4H) 
3.47 (br.s, 4H) 4.05 (d, J=6Hz, 2H) 4.12 (q, J=7Hz, 2H) 4.21 (t, J=8Hz, 
2H) 4.89 (br.s, 2H) 7.17-7.35 (m, 5H) 7.51 (t, J=6Hz, IH) 8.93 (br.s, 2H 
) 

[0 19 9] 

MMMQO. 2- [7- (2-:/^~;i/) 1- (2-:7j:-;i/ 

x^;i/) - 8 - (bf^y 1 -6. 7 -s^ti FP- 1 H->^U 



^H-NMR(DMS0-d6) 





111 
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|||^ ii#2 0 02 — 307750 



8 1.79 (s, 3H) 2.87 (t, J=8Hz, 2H) 3.26 (br.s, 4H) 3.52 (br.s,4H) 3.84 
(d, J=5Hz, 2H) 4.19 (t, J=8Hz, 2H) 4.91 (s, 2H) 7.02 (s, IH) 7.16-7.40 ( 
m, 7H) 9.08 (br.s, 2H) 
[0 2 0 0] 

mmmQl. N- [?- (2->^f^n;i/) - 6->t^V- 1 - (2-7x~;i/ 

-8- (tf/^^$;>- 1 ->f;i/) -6, 7 -^h Kp- i h-::^U >- 

Wtll 3 2] 

s:ffivNiijfeM8 6 Lmmiz^mLtco 

^H-NMR(DMS0-d6) 

8 1.17 (t, J=7Hz, 3H) 1.80 (s, 3H) 2.76 (s, 3H) 2.96 (t, J=8Hz, 2H) 3.2 
8 (br.s, 4H) 3.46-3.52 (m, 4H) 3.88 (s, 2H) 4.09 (q, J=7Hz, 2H) 4.27 (t, 

J=8Hz, 2H) 4.98 (s, 2H) 7.15-7.30 (m, 5H) 8.95 (br.s, 2H) 

[0 2 0 1] 

mmmQ2. [7- (2-:/^r:;i/) - Q-yt^V- 1 - ( 2 - 7 x-;i/j:5^ 

}v) -8 - -6, 7 --:;ti kp- 1 H-^^u >- 2 - 

[-ft: 1 3 3 ] 

Me020"^ 

^*U:I-;«^^;l/x>^5=•;v&mv^Tll|gM8 e i^lM^tc-^^b^. 

^H-NMR(DMS0-d6) 

8 1.80 (s, 3H) 2.93 (t, J=8Hz, 2H) 3.28 (br.s, 4H) 3.49 (br.s, 4H) 3.72 
(s, 3H) 4.20 (t, J=8Hz, 2H) 4.96 (s, 2H) 5.02 (s, 2H) 7.20-7.34 (m, 5H) 



112 
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8.87 (br.s, 2H) 
CO 2 0 2] 

mmm^s. i- (2-:/^n;i/) -2- (2-tiFn^e/j:h:3pe/) -1- 

(2 -7x~;i/j:^;i/) -8- 1 ->f;i/) -i, 7->:;t:Kpy 

[fb 1 3 4 ] 



%-NMR(DMS0-d6) 

6 1.80 (s, 3H) 2.88 (t, J=8Hz, 2H) 3.29 (br.s, 4H) 3.49 (br.s, 4fl) 3.71 
(t, J=6Hz, 2H) 4.18 (t, J=8H2, 2H) 4.28 (t, J=6Hz, 2H) 4.97 (s, 2H) 7.1 

6-7.32 (m, 5H) 8.90 (br.s, 2H) 
[0 2 0 3] 

mMm^A, 1- (2-:/^n;i/) -Z-V:^=f-j\/r% J -1- (2-'7 3c:^ 
- a- (fcr^^$>'>- l ->f -l. 7 -S^t: Ka::^U >- 6 

C-fb 1 3 5 ] 



5 o%v:^^}\^r\z^imwL^m^^xmMm^ ^ }Lnmz^m.\^t=.. 

^H-NMR(DMS0-d6) 

6 1.80 (s, 3H) 2.60 (s, 6H) 2.89 (t, J=8Hz, 2H) 3.28 (br.s, 4H) 3.49 (b 
r.s, 4H) 4.26 (t, J=8Hz, 2H) 4.98 (s, 2H) 7.06-7.27 (m, 5H) 8.93 (br.s, 
2H) 

[0 2 0 4] 

7~ (2->^^r.;i/) -2-jypp-8- {y^^'y^J-y-l-A 




H-CI 




H-CI 



113 



miiE# 2 0 0 3-3 0 



!^|j^2 0 0 2-3 0 7 7 5 0 ^ ^ 



a) 4- C7- (2->r^-;v) -2-^^nn-6-:r=3ry-6. 7-t;t:Fn 

[>flS 1 3 6 ] 
0 , — 

4- [7- (2-:/^-;v) -2, 6->:;^^nn-7H-^u>-8->f;v] 

^it^bfc. KJZM^mm:^^)V. 7KT'l*mb, |g?n:fem7KT'm 

>\:3P'9->T?*§S^lSb'r«ia'fIS-^ifeJ 8 0 0 mg 
^H-NMRCCDClg) 

8 1.49 (s, 9H) 1.83 (t. J=2H2. 3H) 3.44 (br.s, 4H) 3.56-3.63 (m, 4H) 4. 
94 (q, J=2Hz, 2H) 
[0 2 0 5] 

b) 7- (2-^'^-;i') -2-^^nD-8- (i--^^s;>-i->r;v) -i, 
7 -s?ti Fn:/u >- 6 bU7;^;rni?M^ 
C^bi3 7l 



HN 



4_[7_ (2->r^-;i/) -2-^'na-6-:r^y-6, 7->:;t:KD-l 
H-:;^u>-8— f;v] tr/<i^s;>-i-^>'V3j<>m t -^^;vx;»^7^>'i^8m 

MS m/e (ESI) 307(MH'^-CF3COOH) 
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4- [7- (2->r^:^;v) -2-^Dn-6-^^y-6, 7-p\i\^n-i 

Omg, .2-S/r>^'<>S^>«^:^D^F6 0mg, ^.tK^^^^J U ^ A 6 8 m g , N 
B^mx^;v/-.^-9-> (1/1) . 7K&*n^^^^5:^5^l-fe" ^^^mm:^^ 

mmmhtc. a^sr3o-5o%fimx^;v/-v^i^>-t?i^'^*^>'^^^^^^° 

^fi-NMRCCDClg) 

8 1.49 (s. 9H) 1.83 (t, J=2Hz, 3H) 3.43-3.49 (m, 4H) 3.58-3.64 (m. 4H) 
4.95 (q, J=2Hz, 2H) 5.72 (s. 2H) 7.06 (d, J=8Hz, IH) 7.39 (t, J=8Hz. IH) 

7.51 (t, J=8Hz, IH) 7.71 (d, J=8Hz, IH) 

[0 2 0 7] 

b) 4- [7- (2-^^x;u) -1- i2->>rj^yt:^^) 
T^y-6-:rapv-6, 7-s^'iiKn-iH-^u>-8->f;u] ^-^^vy 
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[-m 1 3 9 ] 

4- [7- (2->r^-;^) -2-^nn-i- (2-t.Ty -6- 

it^^j-e, 7-e;t:Fn-iH-^u>-8->f;v] i 

>m t->r^;vx;^5^;v8mg. 5 0%e>^;^^;vr^>7K^?«2 0/.i, N. 

%il^x^;w 7lc7?tftmb, ;taMS:7KSfe. llfn:feS*i?^ofe^^^bf.. a 

1h-N11R(CDC13) 

8 1.50 (s. 9H) 1.81 (t, J=2Hz, 3H) 2.73 (s, 6H) 3.38-3.45 (m, 4H) 3.56- 
3.64 (m, 4H) 4.91, (q. J=2Hz, 2H) 5.55 (s. 2H) 7.07 (d. J=8Hz, IH) 7.32 
(t, J=8Hz, IH) 7.46, (t, J=8Hz, IH) 7.65 (d, J=8Hz. IH) 
[0 2 0 8] 

c) 2- [7- (2-:/^-;v) -2-i;;i5-;vr^^-6-:r^v-8- (e 




N NH 
H-GI 



4_ t7- (2-^^^;W -1- (2-i/Ty^>^:^^^i^) -2-s;^^;i.T^ 
y-6-:r:¥y-6. 7-i;iiFn-iH-^u.>-8-^;i.] 

inx.T^^b, ^'^T'2 0 5^5Jcttbfeo 3^-^2:2 0-8 0%;^ 
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^H-NMRCDMSG-de) 

8 1.76 (s, 3H) 2.69 (s, 6H) 3.28 (br.s, 4H) 3.51 (br.s, 4H) 4.91 (s. 2H 
) 5.40 (s. 2fl) 7.04 (d, J=8Hz. IH) 7.43 (t, J=8Hz, IH) 7.60 (t. J=8Hz. 1 
H) 7.83 (d, J=8flz, IH) 8.90 (br.s, 2H) 
[0 20 9]. 

[^t; 1 4 1 ] 



CN 0 , = 



MeOzC 

9 6 iim^llC-^^bfco 
^H-NMR(DMS0-d6) 

8 1.79(s. 3H) 3.29 (br.s, 4H) 3.58 (br.s, 4H) 3.65 (s. 3H) 4.12 (s, 2H) 
4.99 (s. 2H) 5.48 (s, 2H) 7.10 (d. J=8H2, IH) 7.50 (t. J=8Hz. IH) 7.65 
(t, J=8Hz, IH) 7.92 (d, J=8Hz, IH) 8.95 (br.s, 2H) 
[0 2 10] 

mmm9&. 2 - r7- - 2 ^ -:r^v- 8 - 

-6. 7- -->-v-K-a-yu:y-l-<;W-^;i^l ^y'>^ 

[-ft: 1 4 2 ] 

0 r ■ = 



H-GI 



^H-NMR(DMS0-d6) 
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6 1.79 (s, 3H) 3.28 (br.s, 4H) 3.48-3.56 (m, 4H) 3.91 (s, 3H) 4.97 (s, 
2H) 5.32 (s. 2H) 7.19 (d, J=8Hz, IH) 7.48 (t. J=8Hz, IH) 7.63 (t. J=8Hz. 

IH) 7.87 (d, J=8Hz, IH) 9.05 (br.s, 2H) 

[0 2 11] 

^^M99. r7- (Z—^^=L}\^^ -l- .vy7:t^;i/-6-:t:¥V-8- 

-6. 7- >-^HKn-lH-/^J>-2-^;V^;i/7. 



a) 4- [7- i2-f^=^}\^) -2-^^nD-l-$^T>^^^;i/-6-^^V 

-6. 7-s;t Fn-iH->^u>-8->f;v] i 
[-fl: 1 4 3 ] 



0 r-^ 




CI 



^H-NMRCCDClg) 

6 1.49 (s, 9H) 1.84 (t. J=2Hz, 3H) 3.43-3.49 (m, 4H) 3.58-3.63 (m, 4H) 
4.91 (q, J=2Hz, 2H) 5.18 (s, 2H) 
[0 2 12] 

b) [7- (2-:^'^^;v) -i-t/r7^^;v-6-:t:Jry-8- (t?-^^i^ 
-6. 7-s;tiFn-iH-:/u>-2-^;i.:?.;i/77-;i'] 

[-fb 1 4 4 ] 
Q 



NC^N 



H-CI 



MeOzC- 

^H-NMR(DMS0-d6) 



6 1.80 (s, 3H) 3.29 (br.s, 4H) 3.55 (br.s, 4H) 3.68 (s, 3H) 4.22 (s, 2H 
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) 4.98 (s, 2H) 5.21 (s, 2H) 8.93 (br.s, 2H) 
[0 2 13] 

^^MIOO. [1, 7-^ ^ (2-^^-MA -6-^^V-8- j^^^^ 
.->-v-i-^;v) -fi- 7-ytiKn-lH->^Ur^-2-^;bX; i/77::i;i/3 



) 4- [1. (2->^^-;v) -2-^^nn-6-:t^v-6. 7- 

s;iiFn-iH-:/U>-8->f;i.] tr/<^i;>- i t->r^;i. 

[^14 5] 

l-^n^-2-^^>S:fflVNTl|jlfeM9 6 b) hHl^lC-^^bfeo 
^H-NMRCCDClg) 

6 1.49 (s, 9H) 1.80 (t, J=2Hz, 3H) 1.83 (t. J=2Hz, 3H) 3.40-3.45 (m, 4H 
) 3,57-3.62 (m. 4H) 4.93 (q, J=2Hz, 2H) 4.98 (q, J=2Hz, 2H) 
[0 2 14] 

b) [1, 7-ex (2-^^-;i.) -6-:t^y-8- {\d^^i>'y-i--( 
;v) -6, 7-s;i:iKn-iH-^y>-2-^;v:^;v:7r-;v] 

[^b 1 4 6 ] 



(lleOzC^ 

^SSM 9 7 i: m^ic-a-^ b fc» 

^H-NMR(DMS0-d6) 

6 1.79 (s, 6H) 3.28 (br.s. 4H) 3.53 (br.s, 4H) 3.67 (s, 3H) 4.15 (s, 2H 
) 4.83 (s, 2H) 4.98 (s, 2H) 9.02 (br.s, 2H) 
[0 2 15] 

119 2003-305309 
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mmm i o i 



1. 7-bf>t> (2->^'^r.;v^ -6-?^^v-8- (H/^^i; 




[-fb 1 4 7 ] 



0 /— s 



H-Cl 




H-CI 



^H-NlIR(DMS0-d6) 

6 1.75 (s, 3H) 1.80 (s, 3H) 3.28 (br.s, 4H) 3.47-3.55 (m, 4H) 3.98 (s, 
3H) 4.66 (s, 2H) 4.96 (s, 2H) 9.01 (br.s, 2H) 
[0 2 17] 

a) 4- [l-TU;i'-7- (2-y^-;V) - 2 - ^ O Q - 6 -jT^ V - 6 , 
7-s;i::Kn-lH-:/U>-8->f;b] tf-^^s;>- i ^-^^ 
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[-ft 14 9] 

0 ,— s- 



^H-NMRCGDClg) 

8 1.49 (s, 9H) 1.83 (t, J=2Hz, 3H) 3.38-3.45 (m, 4H) 3.55-3.63 (m, 4H) 
4.90 (d, J=5Hz, 2H) 4.93 (q, J=2H2, 2H)5.19-5.29 (m, 2H) 5.93 (ddt, J=10 
, 17, 5Hz, IH) 
[0 2 18] 

b) [i-TU;v-7- (2-:>'^-;i.) -6-:r^v-8- {\£^^t^y-i 
-.(jv) -6, 7->:;tiKn-iH-:/u>-2-'f;i/:^;v7T-;H wm;^^ 

[-ftiso] 



CxK> 



MeCfeC 

||»J9 7 illH^lC'&^bfeo 
^H-NMR(DMS0-d6) 

8 1.79 (s, 3H) 3.27 (br.s, 4H) 3.48-3.56 (m, 4H) 3.66 (s, 3H) 4.12 (s, 
2H) 4.70 (d, J=5Hz, 2H) 4.98 (br.s, 2H) 5.07 (d, J=17Hz, IH) 5.21 (d, J= 
lOHz, IH) 5.89 (ddt, J=10, 17, 5Hz, IH) 9.07 (br.s, 2H) 
[0 2 19] 

^^M.i04. i-yu;v-7- (2-/^n;V) -fi-7t^V-S- (bi°/< 
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1^1^2 0 0 2-3 0 7 7 5 0 



H-Gl 



lH-NMR(DMS0-d6) 

8 1.81 (t, J=2Hz, 3H) 3.29 (br.s, 4H) 3.57-3.64 (m. 4H) 4.81 (d. J=5Hz. 

2H) 5.04-5.10 (m, 3H) 5.26 (d, J=10Hz, IH) .6.00 (ddt, J=10, 17, 5Hz, IH 
) 9.12 (br.s, 2H) 

[0 2 2 0] 

mmmio^. i -tij;i.-7- (2 - -:^'^- ;v) - ?. - :t h^s^i/- 8 -(e 
[-(1:15 2] 



0 /-^ 



H-CI 

^H-NMR(DMS0-d6) 

6 1.79 (t, J=2Hz, 3H) 3.27 (br.s, 4H) 3.48-3.56 (m, 4H) 3.93 (s, 3H) 4. 
55 (d, J=5Hz, 2H) 4.94-5.02 (m, 3H) 5.12 (d, J=10Hz, IH) 5.87 (ddt, J=10 
, 17, 5Hz, IH) 9.04 (br.s, 2H) 
[0 2 2 1] 

^^Mi06. r7- (2-:r^:^}v ) -i- (2 h^^vx^^v) -6- 
(i^^^-:;-^-i->r )iv^ -6. 7--:;kKp-ih-:/u>-2 

a) 4- [7- (2->r^ri;i.) -1- ( 2 ~ ;^ b ^i^^^^^) -2-^00- 

6-;e-3py-6, 7-$;t:KD-iH--^u>-8--f;v] }^-^^vy-i-iJ 
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.0 



[-fb 1 5 3 ] 

2-^^^x^;v^^;l/x-7^;^&ffiv^Tll^iM9 sb) i:iii#ic-&^b;^a 

^H-NMRCCDClg) 

S 1.49 (s, 9H) 1.83 (t, J=2Hz. 3H) 3.36 (s, 3H) 3.39-3.45 (m. 4fl) 3.56- 
3.61 (m. 4H) 3.69 (t, J=6Hz, 2H) 4.50 (t, J=6Hz, 2H) 4.92 (q, J=2Hz. 2H) 
[0 2 2 2] 

b) [7- i2-':f^^ju) -1- (2-^b^e/x^;v) -6-:r^y-8- 
(i-^^i;>-i-^;v) -6. 7-5;iiKn-iH-^y>-2.->f;v::^;v7 

0 , — 

HeOaC^ . 

9 7 i: iH^lc-a-^ b ^S:. 

^H-NMRCDMSG-de) 

6 1.80 (s. 3H) 3.25-3.32 (m, 7H) 3.50-3.55 (m. 4H) 3.61 (t, J=6Hz, 2H) 
3.67 (s. 3H) 4.14 (s, 2H) 4.25 (t. J=6Hz. 2H) 4.98 (s. 2H) 9.00 (br.s, 2 
H) 

[0 2 2 31 

^^M107. 7- (2->r^ -)i>^ -1- (2-^b^^vx^;y) -6-:^ 

,^^■8- (l:^/<^>:;2/-l-^ ^l^^ -6. 7-f?P Fn-lH-yU>-2- 
[>fbl 5 5] 

H-GI 
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^H-NMRCDMSO-dB) 

6 1.81 (s, 3H) 3.25 (s, 3H) 3.29 (br.s. 4H) 3.55-3.64 (m. 6H) 4.34 (t, 
J=5Hz, 2H) 5.08 (s, 2H) 9.05 (br.s, 2H) 
[0 2 2 4] 

^i^Mi 0 8. 7 - r9.->^^r.;v) -1- ( 2 -2-^ 
K^>l/-8-(tf^^-^':>-l--r^'^^-l' 7--:;PKP'/U> -6-:^> ;^ 



[^t: 1 5 6 ] 
0 



H-Cl . 



^H-NMR(DMS0-d6) 

8 1.79 (s, 3H) 3.23 (s. 3H) 3.27 (br.s, 4H) 3.46-3.55 (m, 6H) 3.94 (s, 

3H) 4.13 (t, J=6Hz, 2H), 4.96 (s, 2H) , 9.03 (br.s, 2H) 
[0 2 2 5] 

1. 7 -^'n Kp:^U 6 hVyjv^'ci^^^ 

a) 7 -y<yVJfV-l, 7-S;ilFO^U>-6-7f-> 
iihl 5 7] 
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^0 2 2 6^ 

b) 4- (7-^>e;;v-6-:r^y-6. 7 -yii Ka- 1 h-:/u>- a - 
Cfls 1 5 8 ] 



0 p 

7-/<:/s;;v-i, 7-i;tKn>^u>-6-;r>i 2. 74 8 g&N, n- 
i;;v.-8-^nn-i...7-e;tiKn^U>-6-:t>6. i03g$:#;feo r 

y ( 1 0 : 1 ) ^#m^-ia i y > m^b^® 1 . 5 3 9 g ^mtc. 1h-nmr(cdg 

^3) 

6 1.39 (s, 9H) 3.07-3.10 (m, 4H) 3.35-3.39 (m. 4H) 5.44 (s. 2H) 7.16-7. 

18 (m, 2H) 7.22-7.32 (m, 3H) 7.91 (s, IH) 12.18 (s, IH) . 
[0 2 2 7] 

[-ffc 1 5 9 ] 
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MS m/e (ESI) 325 (MH''"-CF3C00H) 
[0 2 2 8] 

L^fb 1 6 0 ] 




MS m/e (ESI) 339 (MH'^-CFgGOOH) 
[0 2 2 9] 

mmmi i i. r7-^>-:;>';i^- 6->r^y - a- (tf/-;^-:;^- 1 -^;v) 
[-fb 1 6 1 ] 

MS m/e (ESI) 397 (MH^^-GFaCOOH) 
[0 2 3 0] 

mmmil2. 7-^<yP)V-i- (2-;^ K^->x^;u) - 8- 
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[-ffcl 6 2] 




MS m/e (ESI) 369 (MH'^-CFgGOOH) 
[0 2 3 1] 

C^t: 1 6 3 ] 



MS m/e (ESI) 349(MH'^-CF3C00H) 
[0 2 3 2] 

[-fb 1 6 4 ] 





MS m/e (ESI) 350 (MH'^-CFgGOOH) 
[0 2 3 3] 

mmmi is. 3- (2-y^::i;i/) -5-;^^;i/-2-fcf/<^-:;>'>--i--f 
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a) 



Mbl 6 5] 




2-:/D^- 1 H-f ^^v'"-;i/-4, 5 -e;:j57;i/7K~b y;!/ [CAS No 

50847-09-1] 16. 8 0 g y -;H 7 0 m 1 ^I^IC^^^ 4 . 5 

eml^M:^. 4. &m^1imm.mht=.. il^mht^^. S^^ai5^;i/5 O Oml^j; 
t^7K2 0 0ml ^Jn;t, ^^MfeMTK^mv^:^ ^)tU ^ffi 

^31^;!/ 5 0 0 m 1 ^ia:k.. 7K3 0 0 m 1 3 ISiJfe^tb. mt-f- h V ^2^<Dm^ 

mm:^^JV (9:1) ^m^®i:y, mm^t^m4.. 0 9g$:#?^o 
^H-NMRCCDClg) 

8 1.43 (t, J=7,2H2, 3H) 1.81 (s, 3H) 4.47 (q, J=7.2Hz, 2H) 5.16 (s, 2H) 
CO 2 3 4] 

b) 4- [1- (Z-zf'f-^^JV) -4 --^/fy - 5 -X h^i/;!7;i/3j?n;v- 1 
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n^if^ym x^;vx;^^;i.4. o 9 g % i - 1 

7. 70gi:M-^b, 1 5 0-cicin^L,fe„ so^gl^b, si^m-^^^b^v^ 

(2 : 1) ^ffidS'liiJ;*^^ m^Va^^^. 4 7 gS:.#^c 
1h-NMR(CDC13) 

6 1.43 (t, J=7.2Hz, 3H) 1.47 (s, 9H) 1.82 (t, J=2.3Hz, 3H) 3.08-3.13 (m 
. 4H) 3.57-3.61 (m, 4H) 4.44 (q, J=7.2Hz, 2H) 4.89 (q, J=2.3Hz, 2H) 
[0 2 3 5] 

c) 4- [1- (2-^^-;V) -5-xhdps/:?Jj;v3i^-;w-4-^^:«7;v/-< 
(^l; 1 6 7 ] 

NH2 

^^^/-;i/-2->f;ix] e/<^$;?>-i-?8j;i^'J^>^ t-:/5^;vx>;f-;i/0. 

8Og0x^y-;V2Oml mmK.mitry=^=:-^ A 5 0 %7jc^m 5 m 1 5:50^ 

, I4^r46 0t:-e«bfco ifmx^;n 0 0ml fej:t>^^ 50ml &in;t. 

a® ^tk 5 0 m 1 aim^fb^ h u ^7 A®iifn7KM?s 5 0ml T'ii»m# b, m,im 

^Y^'^y^-\^xmwk\^^ ^^^y-mm:^^)^. (3 : 2) ^tti^BJ:u, ^ 
ia^b-^^0. 5 8 g &#fco 

^H-NMRCCDClg) 

6 1.43 (t, J=7.2H2, 3H) 1.48 (s, 9H) 1.82 (t, J=2.3Hz. 3H) 3.12-3.16 (m 

, 4H) 

3.54-3.59 (m, 4H) 4.44 (q, J=7.2Hz, 2H) 4.89 (q, J=2.3H2. 2H) 7.41 (br.s 
, IH) 8.88 (br.s, IH) 

12 9 mfE4t 2003-305309 
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[0 2 3 6] 

[-fb 1 6 8 ] 

;^T-;i/0. 5 8g(D^:?^^nn^^>2 0mi^lStc^b^:7;i/:4-nife>mby^ 
5^;v5r^y-'i7-^o. 2 3 5^iti^, ^?aT'i8^r^m#bfe„ e;^^Dn;fc^t>5 

^H-NMRCCDClg) 

8 1.41 (t, J=7.2Hz, 3H) 1.47 (s, 9H) 1.81 (t, J=2.3H2, 3H) 2.39 (s. 3H) 

3.12-3.16 (m, 4H) 3.56-3.59 (m, 4H) 4.42 (q, J=7.2Hz, 2H) 4.80 (q. J=2 

.3H2, 2H) 
[0 2 3 7] 

e) 4- [1- (2-yf--;v) -5-aih^$/^;v>Kr.;i.-4-:!i^;v^;V 
[^b 1 6 9 ] 




4- [1- {2—f^=-)\^) -5-i.h^i^?!j>n^>j^->'i^-4-:^^>^^>'^^7- 
t-^5^;vx^5^;i/0. 5 5 g0X^f>^-;V3 omi^mic2NmM7K 

13 0 ffiliE^ 2003-305309 
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2 5 m 1 J:tJ? 1 »mit± h V i^ A^^m^iD^fco TKJf^rlt^^^^^V 2 
SmlT't^mb, ^aMSr^t^it. 1 N^KM^-r^- b U AtK^?^ 1 m 1 S:^^•e 

x^i5mmmwvr=.o stm:3:^>n/2'5mi o. immiomi. Ti^mm 
b u 02^(Dmm7^^m 1 0 m 1 iim^b-t- b u ^h.c^mm7i^mm i o m i t-jr 

^Ae^nvbef^7-f-icT«ssb, ^^^y-mm:r.^n. (4 d ^m^H 

:^fH^b-^^0. 1 5 g^^^feo 
^H-NMRCCDGlg) 

8 1.43 (t, J=7.1Hz, 3H) 1.48 (s, 9H) 1.81 (t, J=2.3Hz. 3H) 2.40 (s, 3H) 
3.16-3.20 (m, 4H) 3.55-3.59 (m. 4H) 4.35 (q, J=7.1Hz, 2H) 4.80 (q, J=2. 

3Hz, 2H) 
[0 2 3 8] 

f). 4- [1- (2->^5^-;v) -5-nib^i/:«j;v#-;^-4-t Fn^i/ 
^^;,,_iH->f ^^jfv^-;i/-2--f>«/] tr><^s?v-i-:^j;^>i?>^ 

[^b 1 7 0 ] 

'^^^-^ 

7T-;i.?!7;v^^;v- 1 H->f ^ 4ri/-;v- 2 ->r;i.] t^-^^e;^- 1 -^^^'i^' 
ym t-^5^;i/x>?.5^;i/0. 2 6 5 goxa? >'-;v8mi^?Sic#^7KIS (ii 

) 0. 18 7g^j:t>'7K^^bl5e)^^by'i7A0. 0 9 05:in;t, ^?aT'4^I^ 
MiCitm^K^ (II) 0.18 7 gfej:t>'7K^^tt^e)^^bU'!7AO. 
0 9 0 «:fin;^fe=^, 1 5^!g^mT*m#bfeo i^mx5^;H 0 0 m 1 0 . 

13 1 miiE#2 003-305309 
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) mfn^m^^j. i^mtio. i ? 2 gnuDtb, ^^•9-y-mwi:i^^ji^ (1:4) 
mm^m^^). mmit^mo. 0 e 1 g«:#fe„ 

^H-NMRCCDClg) 

6 1.42 (t, J=7.1fl2, 3H) 1.48 (s, 9H) 1.81 (t, J=2.3Hz, 3H) 3.17-3.21 (m 
, 4H) 3.41 (t, J=4.8Hz, IH) 3.56-3.60 (m, 4H) 4.36 (q, J=7.1H2, 2H) 4.75 
(d, J=4.8Hz, 2H) 4.81 (q, J=2.3Hz, 2H) 

[0 2 3 9] 

g) 4- [1- (2-:/^— - 5 -ac h^>>:^j;i/7}f:n;^-4 -Jj^;l/^;v- 
[-ft 1 7 1 ] 

0 ^-^^^ 



4- [1- (2 -:/5=-~;i/) - 5 -:rLh^Zy:^;Vj^~jv-4-}i\^^u^i/y^^ 
1 H--r ^ ^5fi/-;i/- 2 ->f ;v] \:fK'^py-i-:^ji7^ym t->^^;i/ 
xx7^;i/0. 0 6 1 g(Di?^}:iu:^ity2mimWLKrMit'^yi!yo. 12 0 

(7:3) miHi^^m^ ^mia-fb-^iiio . o 5 5 g ^mr=.o 

^-NMRCGDClg) 

6 1.42 (t, J=7.1H2, 3H) 1.48 (s, SH) 1.82 (t, J=2.3Hz, 3H) 3.23-3.26 (m 
, 4H) 3.55-3.59 (m, 4H) 4.45 (q, J=7.1H2, 2H) 4.89 (q, J=2.3Hz, 2H) 10.3 
6 (s, IH) 
[0 2 4 0] 

h) 4- [1- (2-':/5^-;i/) -6-:?l5^;i/-7-:;t-dfV-6, 7-s;iiF 
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n-iH->f^^f>y [4, 5-d] i^^^vy-i-ij 
[^b 1 7 2 ] 

0 




4- [1- (2-^^:=-;v) -5-xh^$/?tj;i/3K-;i/-4-3i^;v^;i/-iH- 

0 5 5 g<3DX^y-;i/2. bmimmK:^^)\y^\^^VyO. 05mlS:m 

so-CT'is^^. Hici 3 0-CT'i4^^inl^bfeo MDSm&^ffiaUbfe 

^JV (1 : 1) ^ffi:0-®J:y, ^mit^^O. 0 3 5 g 
^H-NMR(CDCl3) 

8 1.52 (s, 9H) 1.83 (t, J=2.3Hz, 3H) 3.38-3.42 (m. 4H) 3.61-3.64 (m. 4fl 
) 3.85 (s, 3H) 5.09 (q, J=2.3Hz, 2H) 8.13 (s, IH) 
MS m/e (ESI) 387. 4 (MH"^) 
[0 24 1]. 

i) 3- (2-:/^->n/) -5-^^;v-2-tf/<9i?i^-i-^>'i'-3, &- 
i^tiFn-^^^'!/ [4, 5-d] ii-u^i:^>-4-:t> bU'7;i/:rni^m^ 

[^bl7 3] 

4- [1- (2->^^~;v) -6-^^;v-7-;i-:3fv-6, 7-j;uKn- 
iH->f^^v^C4, 5-d] tru^fi^^:/-2-'f;i/] i^.'^9e;^'>-i-^>'i^^ 
>m t -^^;vx>(.7^>n/0. 0 s 5 1 g<DP^nu:^ityo. 4:mimmKh 

vyjv^ummo. 4ml &*n^, i^^mux-mwhr^. mm^^mh. mm. 
^mm^wMmi^^n^h^f^y^-i^x'^nh. mmit^<^o. '29 5g^# 

fee 
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^H-NMRCCDgOD) 

6 1.83 (t, J=2.3Hz, 3H) 3.45-3.49 (m. 4H) 3.65-3.69 (m. 4H) 3.83 (s, 3H 
) 5.15 (q, J=2.3Hz, 2H) 8.20 (s, IH) 
MS m/e (ESI) 287.09(MH'*"-CF3COOH) 
[0 24 2] 

^^Miie. 5-/<>s^;i/:=e-^->3t^ ;i^-3- (2-^^~;W —2- (bf 

a) 5-/<>2;;i/:t^^>^^;i/-4-:;r^y-4, 5 - i^li Fn^ ^ [4 
C^b 1 7 4 ] 

0'' N- 

->-^yi;M^i^^)V4S.^'^J [4, 5-d] ferU^f5;>-4-^> CCA 
S No 8 2 1 3 7- 5 0-6] (R.Paul G a g n i e r , Mic 
hael J.Halat and Brian A.. Otter Jour 
nal of Heterocyclic Chemistry, 21, P 
4 8 1, 1 9 8 4; T;V ' ^-^^ ' ^^^)\^ • P:^- ' ^'^^ 

^XhU-, 21, 481K> 1 9 84 ) 3. 0 4 g (Z)^;^' O n ;l 3t > 5 0 m 

i^?K{chyx5^;i/r^>2. 0 8g, N, N-e;?^5^;i/:^;v:7T^'f;v^'n^ 
-fF2. 8 0 J3it>*4 -i;;*5^;^T^ tf y 5;?>o. 2 2g&in^> 4^^in^ 

MS^b^Co 2 5 0ml S:*D;^> 1 NSm7K^m 5 0 m U 7X^^m:^ 

b U ^h.(hmMmWL 5 0ml ilJ^^bt^- h U ^7 A(7)llf07X^m 50ml T')ii^i?C?$fc 

^nTh^*^7^-lcT^#iSb, /\df-9->-Btmx^;v (2:3) ^m^lrJ^y 

, ^SB<b-^^2. 8 6 g&#feo 

^H-NMR(CDCl3) 
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6 2.98 (s, 6H) 4.77 (s, 2H) 5.74 (s, 2H) 7.30-7.39 (m, 5H) 8.21 (s, IH) 
8.46 (s, IH) 
[0 2 4 3] 

b) 5-/^>i;;^;4-^e/^6^;v-2-^nn-4-5rdpv-4, 5-$;iiFn 
>f5^ry [4, 5-d] \^V'$tpy-i-:;^;\^-^^ymt>^:^^^^r^\^ 
[>ft: 1 7 5 i 

mmnm%r. -? 8x:T^5-/<>s?;i/:t^5/^5^;v-4-:r^v-4, 5-5^ 
tiKn-f C4, 5-d] tfu^rs;>-i-;^;v3^:^^$^;^^>'^7^ K3. 

3 4g(3D7^b^tlFD:7^>l 5 0ml^miCn-:/^;i/U^^7i^5. 3 m 1 ( 

2. o^;i/J/^n^^-9->^IS) ^iD^. i^r4-7 s-c-T^^^bfe^, 
^nnx^>3. 2 6g®T-h^tiFn7^>2 0mim?^&iD;^> ^M*T'± 

m^-fr^^o i^^bT>^-'^i=^®5%7K^?K2 5ml t:in;l, Iimx^;V5 0ml 

-eiAmbfeo ^mMS:>!K2 5 m 1 nmh^ h u f;2^<Dmm7i^mmz 5 m 1 r-wMr^ 

^fH^l:-^t)2. 3ig^#feo 

^H-NMRCCDClg) 

6 3.12 (s, 6H) 4.77 (s, 2H) 5.70 (s, 2H) 7.30-7.39 (m, 5H) 8.48 (s, IH) 
[0 2 4 4] 

->f^^y [4, 5-d] }^K^t^y-i-iJj^rs>m 

[flll7 6] 
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>:;tKn>f^^vr [4, 5-d] ifu dfi;>- i -;^;v7ix>^i;^^;vT^ K2 

1 5 0-CT'2^r^^iII^L'^Co 3^^$:t/U:^J>5f;V:^^i^^n'9'bi^^7>f-lCT 
5»^b, @|^x^;v^mr9*Bi: y ^ ^IB-fb^^ 1 . 9 4 g %:#fc„ 
^H-NMRCCDClg) 

6 3.54-3.58 (m, 4H) 3.71-3.75 («, 4H) 4.68 (s, 2H) 5.65 (s, 2H) 7.25-7. 
35 (m, 5H) 8.21 (s, IH) 12.58 (br.s. IH) 
[0 2 4 5] 

d) 4- ie-^ypjv^^^y^f-/^^-^- (2-^^^;v) -7-:r^v- 
6, 7-s;tFn-iH-^^^f^/ C4. 5-d] JdVStt^y-2-^)V) 

[fl:i7 7] 

4_ (6-/<>s;;v:r^S/it^;v-7-^^v-6, 7-s;tiFn-iH-Y^ 
^yC4. 5-d3 t:y^fs?>-2->f;i/) tf'^^i^>-i-*^i''i^^-'^ t- 

f^)V:n7.^)^.0. 2 16g<DN, N - i?>t^;V^;VAT ^ K 2 0 m 1 ^ItlC^ 
m;!jU^7A0. 7 4gfe.J:t)^2-:/^-;i.:/nv^F0. 0 7 8 g?:*^fcc l 

ISb, (3 : 2) ^m^^®«fcy> m-ffc-^^O. 1 3 9 g 

^H-NMRCCDClg) 

6 1.50 (s, 9H) 1.86 (t. J=2.3Hz, 3H) 3.38-3.44 (m, 4H) 3.61-3.66 (m, 4H 
) 4.72 (s, 2H) 5.10 (q. J=2.3H2, 2H) 5.65 (s, 2H) 7.25-7.38 (m, 5H) 8.18 
(s, IH) 
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[0 2 4 6] 
[>flS 1 7 8 ] 

0 



4- (6-/<>s;?;v^^s^:>^^-'^-i- (2-:/5=-zi;i/) -7-;r^y-6. 
7-s;tiKn-iH->f ^^v^ [4, 5-d] try ^f$;>-2->f;v) id^^P 

y-l-i:j}VT^ym t -^5^;i/3i::^7^>n/0. 0 0 7 3 gS:^J6Ml 1 5 i) il 

i^#ic^sb> mmi^r. mmit^mo, o o 4 3 g ^#fc„ 

^H-NMRCCDgOD) 

8 1.83 (t, J=2.3Hz, 2H) 3.45-3.49 (m, 4H) 3.65-3.69 (m, 4H) 4.69 (s, 2H 
) 5.15 (q, J=2.3Hz, 2H) 5.64 (s, 2H) 7.17-7.32 (m, 5H) 8.20 (s, IH) 
MS m/e (ESI) 393.28(MH"^-CF3C00H) 
[0 2 4 7] 

^M117. 3- (2->r ^ n;ix-) -2- (tf/^^$;>-l-> f;i/) -3, 

5- ^:;tiFa^$-yy r4. s-di u ^^-: >'v-4 ->r:y bU7;i/:rpB^m 

[-ffcl 7 9] 
0 



"Si^O-H HO Vf 



.-j-df-v-e, 7-s^iiKn-iH->r^^v^ [4, 5-d] tfu^5fi>'>-2- 
>f;l/) i^/^^i;>-i-?!j;v^>^ t--;f^;vx:?.5^;i/0. 1 2 3 g(2>>:;?i^ n 

0^^>8nil^lK^-7 srC^^rSPb. Hi^<bt5e»^l. 9ml (1. 0 
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^?a*T'-h?asiirfeo mm^m&mmh. omi $:SD^fcm> 

ISb, Sia-fb-irtjo. oo5g&#feo 

^H-NMRCCDgOD) 

6 1.83 (t, J=2.3Hz, 3H) 3.45-3.49 (m, 4H) 3.65-3.69 (m, 4H) 5.16 (q, J= 
2.3HZ, 2H) 8.21 (s, IH) 
MS m/e (ESI) 273.16 (MH'^-GFgCOOH) 
[0 24 8] 

1 8 2-\l- (2--^^-;!^) -l-^^;i/-6-:^^V-8- ( 




a) 4-[7- (2-^5^~>«/) -2- (2-;t7;Wl^-f;i/:7aiy:Sri/) - 1 

^;i,_6-:r^v-6. 7-s^^t:Kn-iH-':^u>-8-^;Htf^^e^>- 

Uti 8 0] 

o 

NBoc 



4_[7_ (2-r^^-;^) - 2-i5'nn- 1 6-:^=^V- 6, 7 

;i.ai;;^7^;i.2 0 0mg^l-:^^;v-2-l^nU F>2. Omllc^Mb^ i^-U 
^;vr^K8 5mg, j^m^U^7Al 2 9mg&m, 1 0 0 "C tCT 2 

2 2 1 mg (89%) #7to 
^H-NMR(DMS0-d6) 
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• 



6 1.43 (s, 9H) 1.79 (t. J=2.5Hz, 3H) 3.23-3.27 (m, 4H) 3.36 (s. 3H) 3.4 
8-3.52 (m, 4H) 4.95 (q. 2.5Hz, 2H) 6.59 (td. J=8.0, l.OHz, IH) 6.63 (dd, 
J=8.0. l.OHz, IH) 7.14 (ddd, J=8.0, 7.5, 2.0Hz, IH) 7.80 (dd, >7.5, 2. 
OHz, IH) 

MS m/e (ESI) 522 (MH"^) 

b) 2-[7- (2->^5=--;i/) -i-:^^)v-e-^^v-s- i}:^^^py- 
1-4)1) -6, 7-s;iiKn-iH-:/U>-2->f;i/:r^S/3^>XT^K 

Hbisi] 



H2N'^0 

4-[7- (2->^^->n/) -2- (2-55j;V>^'«=e>f;i/73:7^i/) -1-^ 

X. mmt^m^ i 7 7mg o 6%) mtco 

^H-NMR(DMS0-d6) 

8 1.82 (t, J=2.3Hz, 3H) 3.28-3.32 (m, 4H) 3.48 (s, 3H) 3.54-3.58 (m, 4H) 
5.04 (q. 2.3Hz, 2H) 6.96 (br.t, J=7.0Hz, IH) 6.99 (br.d, J=8.0Hz, IH) 7 

.46 (ddd, J=8.0, 7.0. 1.5Hz, IH) 7.93 (br.d, J=8.0Hz, IH) 

MS m/e (ESI) 422(MH'^-HCl) 
[0 2 4 9] 

^mMll9 3- (2->r^- ;b-> -5-^5^;i/-2- (lf^^^-^-1- 

-3. 5-s;tiKn-^^^ -/ r4. 5 - d] if U -Sf$;>- 4 
a) 6-:^^)\y-l-hV^JV-l, ^-P\^Vn--( ^^^J l^, 5-d] 
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Cfl: 1 8 2 ] 




[CAS No 7 6 7 5 6- 5 8- 6] (Shih-Fong Che 
n and Raymond P. Panzica Journal of 
Organic C h e m i s t r y 4 6 , p 2 4 6 7, 1 9 8 1; 

-;Jf-^ye7 ./r^^^b^J 46, 2 4 6 7 K> 1 9 8 1 ) 7 8 . 8 g & >:;?^' 

xixi^^yi, 5iicig^s*, hux^;vr^>7 8. 8$:inx-f^o hu^;^ 

^^D^^K17 6g5:in^.> S^r^it^bfeo l^mx5^;P7. 5 1S:m, *3 

'\^-9->-sfm:n^;v (2 0 : 8o>^)^e>o : 100) ^m^Mifj:*;. ^sa^ff: 

-^<^1 3 6. 5 g S:#feo 
^H-NMRCCDClg) 

8 3.79 (s, 3H) 6.92 (s, IH) 7.07-7.13 (m, 6H) 7.32-7.40 (m. 9H) 7.87 (s 

, IH) 
[0 2 5 0] 

b) 2-^na-5-^^;i.-i-bU^;v-3. ^-v\Ly^xi-^%^^J I 

4, 5 - d] VfU ^*e^^>'-4 
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[^fS 1 8 3 ] 



O 




0^®#a^T. -7 5t:-e5-^^;v-i-bU^>'i'-i' 5-$;fciFn-f 

^af^/C4, 5-d] lf'jafi^'>-4-:t>6 8. 3 g ©t^ b ^ t Kn 4 
l^micy^^7A'\^-9-^^;V5^$/^^:^>*2 2 0kl (1. 0M-5^b7tiKn7 
^M^. -7 5lCT*l^^^#bfe^, /^dpi?-^nnai4f>8 2. 3 
g(3[)7^b^tiKn7^>2 0 0ml^?K?:*n;l. - 2 0X:*T'#M$ii:feo m^fc 
T>'^-^7A(Z)5%7K^?K5 l^m. Mx^;i/4 IT'ffimbfeo ^aM&:!K 

i©6 9. 7gS:#feo 
^H-NMRCCDClg) 

8 3.78 (s. 3H) 5.81 (s, IH) 7.25-7.27 (m. 6H) 7.28-7.38 (m. 9H) 
[0 2 5 1] 

c) 4- (6->t5-;i.-7-:t^V-6, 7 - ^:;t: Fn - 1 H-^ ^ C4 
['fb 1 8 4 ] 



2-^nn-5-;<^;i/-i-hU^;v-i, 5 -5?ti Kn->r ^ C4, 
5-d] tfU5fe^':/-4-:r>6 9. 7 g i: tf - 1 - t- 




o 
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iic^^fc^-fr, mmm^mMLt=.o t-:/^;i.;i5^;i^x-'5=-;u2oomi-^2ia 

, 7K2 0 0mlT'3ia, * feSt^ t - :f 2 0 0 m 1 T' 2 ElSfe 

^H-NMRCCDClg) 

8 1.50 (s, 9H) 3.56-3,62 (m, 4H) 3.73-3.80 (m, 4H) 3.87 (s, 3H) 8,16 (s 
, IH) 12.65 (br.s, IH) 
[0 2 5 2] 

d) 4- 16-^^)U-1- (2-^^-/1.) -7-;r^V-6, 7->:?tiK 

o-iH-^^^*y [4, 5-d] tfi; ^s?>-2--f;v] 

[>ffcl8 5l 



o 



N 




^^#a^T, 1 5x:t'4- (6-^^;v-7-^^y-6, 7-i;iiFn- 
iH->f^^v^ [4, 5-d] ifu^f$;^>-2— f;v) \fi^^vv-\-i^)y^if- 

^?KlcMm*U'i;A4 3. 9gfeJ:r>'2-^^:=.;V^OV^K2 7. 8ml 

^!^*n;%.fe, ^m?K&^ST'2 2^tSjt#?bfem> 7K1 Oilcan, i^mx^;v5 
IT'ttffibfco ^#®§:*5 lT'2ia, m^b-^hU^^AcDUfPTK^^SB IT'PR^^ 
7jcJS&i^Mx^>'i^3 iT'2liIttmbfeo W^^W^^ 

lcTmSgb> /\^if>-Simx^;i/ (3 : 2:^>e,3 : 7) ^m^iifJ:^. ^IB^b 
-ir%5 4. 3 g ^#fco 

^H-NMRCGDClg) 

8 1.52 (s, 9H) 1.83 (t. J=2.3Hz, 3H) 3.38-3.42 (m, 4H) 3.61-3.64 (m, 4 
H) 3.85 (s, 3H) 5.09 (q, J=2.3Hz, 2H) 8.13 (s, IH) 
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[0 2 5 3] 

e) 3- (2->r^->n^) -5-^^;i.-2- (e-C^S^'^-l-^f^V) "3 
[>fb 1 8 6 ] 



o 




4- C6->^^;i/-i- (2-^^zi;i.) -7-:t:¥y-6, 7-2;tiKn- 
iH->f^^v^ [4, 5-d] ey^>:;^>-2->f;v] i 
>m t-^^;i/xx7^;v5 4. s s(DV^nu^^y2 0 0mimmiz\^^)y 

}vumm2. 0 0 m 1 $:*n^. ^mr- 1 mmmwhtc m&mmvr^^^ ^m^m 
5 0 0ml izmmv. mmyKm-r hv^j^io %yi^mm 1 1 ^^pvit^ 
Mxr^. ^M^. i^mx^;v 1 1 ^^x^a^mit-r b u -t; a 5 n^k^?^ 5 0 0 m 1 

hi;^;A2N7K^?S5 0 0mlT'^5fe#b> ^^^^-7^^:^^ S^^^^T'fg^b, l^ffi 
.^H-NMRCGDClg) 

8 1.84 (t, J=2.3Hz, 3H) 3.05-3.09 (m, 4H) 3.38-3.44 (m, 4H) 3.85 (s, 3H . 
) 5.06 (q, J=2.3Hz, 2H) 8.13 (s, 3H) 
[0 2 5 4], 

^lifeMl 2 0 2- (S-r S ^^y<^}i^y-X-^)i') -3- (2-y^x 

-^-a^jv-^. 5-^:;i^KP ^^^-/ r4. 5-di ifu<sfi;>-^-4- 

a) 3-t-^h^t/*;i^^->'l^T^y t^'^Ut;>-l-*;V'J<>^ 9H- 
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^;i.xx^;i.5. 0 1 g®t-^a^>'-;vi omi?§?Kcy^y:/ni-;bx^;v 
r^yi. 8 4 gfej:tj«e>^7x-;i/>i^x^yT>:;^>M. iis^m^^ ^mmm 
6 0x:-ei s^r^in^bfco ^K^SlS^^^SPb^ Sf^x^;n 5 o m i $riin 

^fco & 5 -mmyi^mm 1 0 0 m k 5 ^ y 1 0 

Oml.TKlOOmlfeJ: tJ^^^iS-^ h^J^ A (D^J^TK^^gt 10 0ml T-MS^Sfel^ 

^la-fb-^i^ 1 . 8 8 g S:#fcc 
^H-NMRCCDClg) 

8 1.45 (s, 9H) 1.45-1.72 (m. 3H) 1.82-1.87 (br.s, IH) 3.09-3.30 (br.s, 
2H) 3.58 (br.s, 2H) 3.82-3.98 (br.s, IH) 4.24 (t, J=7.2H2. IH) 4.27-4.48 

(br.s, 2H) 4.52-4.59 (br.s, IH) 7.32 (dd, J=10.3,10.0Hz, 2H) 7.39 (t, J 
=10.0Hz, 2H) 7.59 (d, J=10.0Hz, 2H) 7.75 (d, J=10.3Hz, 2H) 

CO 2 5 5] 

Utl 8 8] 




:tUy-9-^)Vyi^)V:Jiy^^)Vl. 8 8 g(DX^y->n/2 5 0 m 1 ^IKlCS^x 

jVaiyl 5 0mli5^XJ^^:^ymi 0 %7K^?g 1 0 0 m llC^llbfco tKM^S 
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IB^b-R-^O. 7 9 g ^^fco 
^H-NMRCCDClg) 

6 1.45 (s, 9H) 1.41-1.53 (m, 2H) 1.65-1.72 (m. IH) .1.79-1.86 (m, IH) 2. 
48-2.56 (m, IH) 2.64-2.70 (m. IH) 2.78-2.86 (m, IH) 3.06 (dd, J=12.0.4.0 
Hz,lH) 3.48-3.62 (br.s, IH) 4.71-4.88 (br.s, IH) 
[0 2 5 6] 

^) 2- i3-r^J^^'J^^^-^-^^^^ (2-:/^::^;b) -5- 

litis Q} 




2-^nD-5->i^>a/-i-hU5^;v-i, 5 -yti Kd-^ ^ a^^-/ C4. 5 
-d] tfu^s;>-4-:rvo. 0 2 0 gfcj:tJ5tf/^ue?':^-3->f;i/:*>'w-^^ 
ym t-:/^;v3i;^5^;vo. o a o g^m^. mm<Dnm^r. i50x:T'1 

mm^m ^ ^feo ^jz>>u-^m ^ >> u >5f ^ a ^ n v h e?*^ ^ - ictj^is b 

, mm:r.^)mm^m^^J. Cl- (6-^^;i/-7-:t^V-6, 7-i;tlK 

a-iH->f^3f>y [4, 5-d] ^viCvy-2--(jv) i^/<ue;>-3->f 
ij)vA^ym t-^^>n/xx^;po. oi6gS:#feo r^xcDO. oos 
ogS:N, N-s;^5^;v3^^;^Ar^ Fo. emiic^^b, ^^;^j'J 't^Ao. o 

0 3 8 gfeJ:t)f2-^^-;V^n^>f KO. 0 0 3ml$:*n^, ^ST'is^r^jft 
#Lfco M/;&?K^#MX^;i/lmlfeJ:tJf7KlmlJC^mU ^aM^^^lbfc 

o a^5:e^^^Dn^^>o. 5miic^«?b. hU7;vnSl^o. 5mi&itix. 

JitlSb, ^le^b-^^O. 004 6g&#feo 
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^H-NMRCCDClg) 

8 1.74-1.80 (br.s. IH) 1.82 (br.s, 3H) 1.96-2.19 (br.m. 3H) 3.43-3.79 ( 
br.m, 5H) 3.86 (s, 3H) 5.05 (br.d, J=16.0Hz. IH) 5.23 (br.d, J=16.0Hz, 1 
H) 8.15 (s, IH) 
[0 2 5 7] 

(^-^^)v-?,-f^:=.}\^-) 5--:;biKP^^-y-/ r4, 5-d]eu 

[>ftl 1 9 0 ] 




[1- (6-^^;V-7-:t^V-6, 7-S;^^llFD-lH— f ^^V^ [4. 5 

-d] tfu^s^'>-2--f>a/) tr/^u i?^>-3 --r;i/] -ij)\^7^^yW. t-:/ 

^;i/XX7^;i/0. 0 0 8 0 gfej:t?4-/n^-2-^^;b-2->^5=->0. 0 

'0 4 m 1 &mv>TiijfeM 1 2 0 }inm\^ms.vc.^mo. o o 3 4 g 

^H-NMR(CDGl3) 

6 1.66-1.74 (br.s, IH) 1.76 (s. 3H) 1.80 (s, 3H) 1.96-2.20 (br.m, 3H) 3 
.20-3.79 (br.m, 5H) 3.85 (s, 3H) 4.90-5.05 (m, 2H) 5.37-5.42 (m, IH) 8.1 
5 (s, IH) 
[0 2 5 8] 

[0 2 5 9] 

DPP I V|JI«#M<^W^ 

m>^mmmWL (50mM Iris-HCl PH7.4, 0.1% BSA) IC^^^ Wlii<fc »J#e>tlfeD P 

p-iv&i omiti/mLic7&sj:e>^^b. 1 1 0 1 '^jnbfeo 

IC^«©5:1 5/i l^tlUbfe^, ^MT'2 045'^>fV=3p:xK-i/3>b, 2mM{C 

14 6 ffiiE^ 2003-3053098 



2002-307750 ^ 
^«?bfeGly-Pro-p-nitroanilide$: 2 5 /t 1 im^MmO . 3 3 mM) MXX. 

& I C 5 0 §:^mbfeo 
[0 2 6 0] 
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I Cso (uM) 




0.287 




0.2 11 




0.401 


mmm9 


0.141 


mMmi 2 


0.183 


mmi 3 


0, 12 5 


6 


0.272 


mMm2 0 


0.152 


mum 2 2 . 


0. 17 0 


mMm2 9 


0.310 




0. 0 4 6 9 


MMWi 6 4 


0. 12 6 


mmm7 3 


0. 0 3 3 4 


lijfe^? 6 


0. 0 8 6 5 




0. 0 3 5 7 


mMms 2 


0.161 


mmis 3 


0. 0 2 7 4 


mmma e 


0. 0 0 4 0 8 


^*SM8 8 


0. 0 0 2 8 9 


mmmQ s 


0. 00969 


H^S^d 10 9 


1. 4 8 


^iiS^!l 115 


1 0. 18 5 



[0 2 6 1] 

]En^^:^(Dm^Miz^^^'^^ (in V i V o^^) 
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nmt^mt. rmK^htc^mMv. o. 5%:^^;i/'fe;vn-;^ (MC) 

mmht=.o ^(Dmmt-^mtNYP dpp 7 2 8 c^KH^i^e o 1 1 1 5 5# 
) (Dmmm^h<\,t. mmMmmx^^^o. 5%mc^?^&i omL/kg®^ 

[0 2 6 2] 

SI^#f^feJ:t^NVP DPP 7 2 8 (DlSt-^WMi^^J^^-^^^^f^^-^^^^ 

<i:t)fts#^3 0, 6 0, 1 2 o^mc. Mmis^rx-^o :^<Dmi^m^mjdxm^ 

At Llcm-^^-So ^iC^iJ-H ( 1 5 0 0 g, 1 0^\ 4 t:, ;^^M^«G S - 6 K 

CO 2 6 3] 
: 

0, 5 % MC^?0t, NVP DPP 7 2 8S:^^^m=^^b^i^(^)#^#^^-OV^ 

T, irjvzi-yt.n^^i}^ib 1 2 O'^^t.xa^ikm-Wm^UymW. (auCq_ 

3L20-^^®^ Under the Curve) &Wmb:feo 0. 5 %M 
C^mig#^®AUCo _ 1 2 0 ^ ^ ° NVP DPP728 (10mg 

/kg) tS^ffi^ODAUC Q_ 1 2 0^0%^^^^^®^ ^^^b-^ifet^Wi^lM^ 

[0 2 64] 

mmm^mm (%) = (^s^^t:-^#i<^Auco_i 2o-nvp dpp7 2 8 

(1 Omg/kg) ^#ff®AUCo_i 20^ ^ ^ MC^ISt^^^ 

CDAUC Q _ 2 0"^"^^ DPP 7 2 8 ( 1 0 m g / k g ) ^-^1^® AU C 
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[0 2 6 5] 

V o||g^lCi:oT, m^n^K^V. 0. 1~10 (mg/kg) (D^-^fiT?, 

-mmsk&m'mm. aids^^^^m, 'wmmmmmm. mitm^mmm 



15 0 



2003-3053099 



>^2 0 0 2-3 0 7 7 5 0 



mm} 

mm] #tifeD p p I Ymmi^m ^^irmmit^ma^mmc 




[^#^^] ^b 



1 
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#g^mMCD## #M2 0 0 2-3 0 7 7 5 0 

^>f^§-^ 50 2 0 1591671 

g^t ^S0^±^ 0 0 9 4 

-f^^H 3|2:^1 4^1 OH 2 8 H 

[iiSIJ#-^] 000000217 

mmxii^mm: M^m:sc:^^4-^wn 4 t a e # i o # 



1 
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Hi M A M M 



mWm^ C0 0 0 0 0 0 2 1 7) 

1 . H 1990^ 8^29H 

^ m m^fP:5:^^ts/jN:5;n4Ta6#io# 



1 
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